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in which: is hydrogen or alkyi; R^ is alkylcno; R^ is hydrogen, alkyl. alkoxy. alkylthio. hatogon. nitro group, amino 
group, monoalkylamino. dialkylamino. aryl. or aralkyi; X is aryl. or aromatic heterocyclic: Y is oxygon, sutlur or a group 
L'f lormuia >N*R^. in which is hydrogen, alkyl or acyl: and Z is a group of formula (Za). (Zb). (Zc) or (Zd) : 



NH 
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and salts thereof can be used to treat or prevent are included those arising from hyperllpidemia. hyperglycemia obesity, 
impaired glucose tolerance (IGT), insulin resistant non-IGT (NGT). non-diagnostic glucose tolerance, insulin resistance, 
diabolic complications, fatty liver, polycystic ovary syndrome (PCOS) and gestational diabetes mellilus (GDM); in ad- 
dition the compounds of the present invention have aldose reductase inhibitory activity. 
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, .-e ,« » cries of now oxime dorivativos which conlflin inicr alia, a lhia70hdinedione or 
Tho present invent«r> relates to a senes ^J^'-r ^ ber^zene ring and which have a vancly 

oxazolidinedione group attached, vja a mothy ene »^_,'"f'Jy'S;^%^J3;^s^,»lhods «nd compositions using thorn, 
o. therapeutic uses, and provides P'^^^^^^^J'^J'^^Z^ to'Tator P^enrare included those arising .rom hyper.- 
Among the disorders which these ^'^P^^^lll^J^ZZ^^ „gT). insulin resistant non-IGT (NGT). non-diagnosltc 
ipidcmia. hyperglycemia, obesity. '^P^^^^^l^^X^l^^ U Hvor. polycystic ovary syndrome (PCOS) and ges- 

s=rmrr,3S^^^^^^ 

^^'t!s Known that corr,pounds wh.h. liKe those o, the pres^^^^ 

dione group attached, via a methylene or mothyWcne 9;o"P;«y J^J^''^^^^^^^! ^.J ^Zposn Patent Publications 
o.th.s genera. .ypearedisctosod..ore^^^^ 

No. 008 203. 133421, 177 353. 208420. 306 228. 356 214. '•^i inc.uding the above 

and 92/03425. and in US Patent 4 728 739^"--°::;-^^ grp'n a side anached to the benzene ring, which 
prior art. discloses compounds having an oxime (-C-n 9 Jl 28 739 disctoses compounds in which an 

fs Characteristic o. ^^^P^^^'^^^J^^l^Tcl^^^^^ ^^'^ ^^"^ ''^^ '""T? 

oximo group is present as a substituont compounds o( the present invention. Surprisingly. 

T^i^.^mJ pri^^^ Invention provides compounds of formula (1): 
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in wiiich 

Ri roprosortts a hydrogen atom or an alkyl group having l.om 1 to 6 carbon atoms; 

^* R2 roprosonts an all<ylono group having (rom 2 to 6 carbon atoms; 

B3 represents a hydrogen atom, an alKy. group havir^g Irom 1 to "^-.^on ^otT^^^^^^^^^ 

to 4 carbon atoms, an alkylthio grot^p having Irom 1 to 4 f "^^^^^^^^^ ^^1 kyl oroups are 

above; 

\ho following subsUluonls a; 

said substiluents a are preferably selected Irom: 

1) alkyl groups having Irom 1 to 6 carbon atoms; 

2) halogenated alkyl groups having Irom 1 to 4 carbon atoms; 

3) hydroxy groups; 
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4) acyloxy groups having Irom 1 to 4 carbon atoms: 

5) alkoxy groups having from 1 to 4 carbon atoms; 

6) allcylonedioxy groups having from l to 4 carbon atoms; 

8) alkyllhio groups having from 1 to 4 carbon atoms: 

9) alkylsulphonyl groups having from 1 to 4 carbon atoms; 

1 0) halogen atoms; 

1 1 ) nitro groups; 

12) amino groups; 

1 3) monoalkylamino groups having from 1 to 4 carbon atoms; 

; 'itaS^or''' ^""^ °' ^"'^ - -"^V. group .aving from 

17) aryloxy groups in which the aryl part is as defined in 16 above; 

18) afylihio groups in which the aryl part is as defined In 16 above; 

19) aiylsulphonyl groups in which the aryl part is as defined in 16 above; 

20) arylsulphony lamino groups In which Iho aryl part is as defined in 1 6 above and in whi^h f h- •, 
is unsubsfituied or is subs.ifu.ed by an alKy, gVoJp having from 1 l^ 6 J^^^l's" 

21 ) groups of formula -R»; 

22) groups of formula -OR**; 

23) groups of formula -SR*; 

24) groups of formula -SOgR*; and 

25) groups of formula -NCR-jSO^R^ in which roprosenis an aromatic heterocyclic ring havino 5 or 6 rinn 
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Z represents a group of formula (Za). (Zb). (Zc) or (Zd): 

CH O 




NH 




Y 



NH 



is O 

(Zc) 

and salts thereof. 




The Invention afso provides a phanmacoulical composition for Iho treatment or prophylaxis of ciiabclos. hyporli- 
pomia. hyporqiycomla. oboslly. artoriosclorosis. cssontini hyportcncion. cachoxin, psoriasis. oGtooporosis. imonirod 
gtucosQ lolorance (IGT). insulin resistant non-IGT (NGT). non-diagnostic glucose tolerance, insulin resistance, diabetic 
complicalfons. fatty liver, polycystic ovary syndrome (PCOS) and gestational diabetes mcllilus (GDM). and complica. 
lions thereof, which composition comprises an active compound in admixture with a pharmaceutically accoptablo carrier 
or diluent. In which said active compound Is at least one compound of formula (I), defined above, or a salt thereof 

The invention still further provides the use of at least one compound of fomnula (I), defined above, or a salt thereof 
for the manufacture of a medicament for the treatment or prophylaxis of diabetes, hyperlipemia, hyperglycemia, obesity 
arlonosclerosis. essential hypertension, cachexia, psoriasis, osteoporosis. Impairod glucose tolerance (IGT). insulin 
resistant non-IGT (NGT). non-diagnostic glucose tolerance, insulin rostslanco. diabetic complications, fatty liver poly- 
cystic ovary syndrome (PCOS) and gestational diabetes mellitus (GDM). and complications thereof. 

The invention also provides processes for the preparation of the compounds of the present invention, which proc- 
esses are described in more detail hereafter. 

In the compounds of the present Invention, where Ri. R3 or R4 represents an alkyl group, this may be a straight 
or branched chain group having from 1 to 6. preferably from 1 to 4. carbon atoms, and examples include the methyl 
ethyl, propyl, isopropyl. butyl, isobutyl. sec-butyl, t-butyl. ponlyl, t -methylbulyl. 2.mothylbutyl. 3-mGthylbulyl* 
l.l-dimothylpropyl. 1 .2-dimethylpropyl. 2.2-dimBlhylpropyl. l-elhylpropyl. hexyl. 1 -melhylpentyl. 2.mothylpenlyl' 
3-molhylpcntyl. 4.molhylpontyl. 1.1-dimelhylbulyl. 1.2-dimolliyIbutyl, 1 .0-dimethylbulyl. 2.2-dimethylbutyl 20-dimolh^ 
ylbulyl 3.3-d.melhyIbutyl. 1 -ethylbutyl. 2-ethylbulyl. 1.1.2-trimolhylpropyl and 1.2.2.trimelhylpropyl groups.* Of these 
wo prefer those alkyl groups having from 1 to 4 carbon atoms, preferably the methyl, ethyl, propyl. Isopropyl butyl and 
isobutyl groups, and most preferably the methyl and ethyl groups. 

Preferably. represents a hydrogen atom or an alkyl group having from 1 to 4 carbon atoms. 

Whore R2 represents an alkylene group, this may bo a straight or br;mched chain group having from 2 to 6 carbon 
atoms, and examples of such alkylene groups include the olhylono. mothylothylcno. othylothylonc. 1 1-dimolhylolhyl- 
eno. 1.2-dimethylelhylene.trimothylene. 1-methyltrimethylene. l-eihyltrimethyleno. 2-methyIirimethylcno 1 l-dimeth- 
yltrimethylone. tetramethylene. pentamethyleno andhexamethyleno groups, of which we prefer the straight or branched 
chain alkylono groups having from 2 to 5 carbon atoms, and most profor straight and branched chain alkylene groups 
having from 2 or 3 carbon aloms. Particularly preferred such group.s include the ethylene, methylolhylene elhylolhyl- 
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cne, Ifimclhylcno. 1 -melhyUrimeihylono. 1 -olhylifimelhylene and 2-mothyllfinnelhylene groups. 

Where R3 represents an alkoxy group, this may be a straight or branched chain group having (rom 1 lo 4 carbon, 
atoms, and examples ol such alkoxy groups include the melhoxy. eihoxy, propoxy. isopropoxy. buloxy, sec-buloxy i- 
butoxy and isobutoxy groups, of which we prefer the melhoxy group. 

Where R3 represents an alkyllhio group, this may be a straight or branched chain group having from 1 to 4 carbon 
atoms, and examples ol such alkyllhio groups include the meihyllhio. elhyllhio. propyllhio, isopropyllhio. bulyllhio. sec- 
butylthio. l-butylthio and isobulyllhio groups, of which we prefer the methyllhio group. 

Where R3 represents a halogen atom, this may bo. for example, a fluorine, chlorine, bromine or iodine atom, 
preferably a fluonne. chlorine or bromine atom, and most preferably a fluorine or chlorine atom. 

Whoro R3 represents a monoalkylamino group, the alkyi part has from 1 lo 4 carbon atoms and may bo a straight 
or branched chain group. Examples of such monoalkylamino groups include the methylamino. eihylamino. propylamine, 
isopropylamino, buiylamino. sec-bulylamino. t-butylamino and isobulylamino groups, of which we prefer the methyl- 
amino and eihylamino groups. 

Where R3 represents a dialkylamino group, the two aikyi groups are the same as or different from each olher. and 
each may bo a slraighl or branched chain alkyI group having from 1 lo 4 carbon alonrw. Examples of such dialkylamino 
groups include the dimoihylamino, diethylamino. dipropylamino. diisopropylamino. dibutylamino, N-meihyl-N-eihylami. 
no and N-Blhyl-N-isopropylamino groups, of whicfi wo prefer the dimelhylamino and diethylamino groups. 

Whoro R3 represents an aryl group having from 6 lo 10 carbon atoms, this is a carbocyclic group having from 6 
to 10 carbon atoms in one or more aromalic rings. Examples of such aryl groups include the phenyl and naphthyl 
groups, preferably the phenyl group. The group may be unsubstituted or it may be substituted by one or more of 
subslilucnts a, as dofinod abovo and exemplified below 

Where R^ represents an aralkyi group, this is a group in which an alkyI group having from 1 to 4 carbon atoms is 
substituted by an aryl group as defined above. The group preferably has from 7 to 12 carbon atoms in total, and 
examples of such aralkyi groups include the benzyl, phonelhyl. 3-phenylpropyl. 4-ph8nylbulyi, 1-naphthylmelhyl and 
2-naphthylmelhyi groups, of which we prefer the bon7yl and pheneihyl groups, more preferably the benzyl group. The 
aryl part of the group may be unsubstituted or it may be substitutod by one or more of aubstituents a, as dofinod abovo 
and oxomplifiod below. 

Preferably. R3 represents a hydrogen atom, an alkyl group having from 1 lo 4 carbon atoms, an alkoxy group 
having 1 or 2 carbon atoms, an alkyllhio group having 1 or 2 carbon atoms or a halogen atom. 

Whoro R4 reprosonts an acyl group, this is prolorably a carboxylic acyl group having from 1 lo 8 carbon atoms, 
and il may bo. for example: an aliphatic carboxylic acyl group, including an alkanoyi group, such as a formyl. acetyl! 
propionyl. butyryl, pontanoyi, hoxanoyi, hoplanoyi or oclanoyi group; or an aromatic carboxylic acyl group, i.o an 
arylcarbonyl group (in which the aryl part is as defined and exemplified below in relation to R*). such as a benzoyl or 
£-loluoyl group. Of these, we prefer the alkanoyi groups, especially those containing from 2 lo 5 carbon atoms, and 
3S mosl proferably the acotyl group. 

Where X represents an aryl group having from 6 to 10 carbon aloms. this is a carbocyclic group having from 6 lo 
10 carbon atoms in one or more aromatic rings. Examples of such aryl groups include the phenyl and naphthyl groups, 
preferably the phenyl group. The group may be unsubstituted or it may be substituted by one or more of substituents 
u. as defined above and exemplified below. 

Whoro X reprosonts an aromatic holorocyclic group, this preferably has from 5 to 10 ring atoms arranged in one 
or two rings, ol which at least one is helerocyclc. In the case ol a bicyclic system consisting of two fused rings, one ol 
these nrtay bd heterocyclic and the other carbocyclic. or both may be heterocyclic. The or each heterocyclic ring pref- 
erably has 5 or 6 ring atoms, of which from 1 to 4 are hctoro aloms solcctod from oxygon, sulphur and nitrogen aloms. 
In the case of those groups having 4 ring hetero-aioms. we prefer that all four are nitrogen atoms, and correspondingly 
none aro oxygen and/or sulphur aloms. In the case of those groups having 3 ring hetero-aloms. we prefer that all three, 
iwo or one aro nitrogen atoms, and correspondingly none, one or two are oxygen and/or sulphur atoms. In the case 
of those groups having 2 ring helero-atoms. we prefer that two. one or none are nitrogen aloms. and correspondingly 
none, one or two are oxygen and/or sulphur atoms. These groups may be substituted or unsubstituted and, if substi- 
luiod. ihe substituents are selected from subsliluenis a. defined above and exemplified below. Although there is no 
lostiiclion on the number of substituents except tfiat imposed by the number of substitutable positions and possibly 
by storic constraints, wo gonorally prefer from 1 lo 3 substituents. more preferably 1 or 2 subslituonts and mosl pref- 
erably 1 substitucnt. 

Examples of such monocyclic aromatic heterocyclic groups which may be represented by X include: pyrrolyl 
groups, such as the 2.pyrrolyl or S-pyrrolyl group; luryl groups, such as the 2-furyl or 3-f uryl group; thienyl groups, such 
as the 2-lhienyl or G-lhienyl group; pyridyl groups, such as the 2-pyridyl. 3.pyridyl or 4-pyridyl group: imidazolyl groups 
such as the 2-imidazolyl or 4-imida2olyl group; pyrazolyl groups, such as the O-pyrazolyl or 4-pyrazolyl group oxazolyl 
groups, such as the 2-oxa2olyl. 4-oxazolyl or 5-oxazolyl group; isoxazolyl gruops. such as the S-isoxazoIyl. 4-isoxazolyl 
or S-isoxa/olyl group; Ihia/olyl groups, such as Uio 2-thia/olyl. 4-lhicj/olyl or 5-lhia/olyl group; isolhia/olyl groups such 
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cnc, trimclhylcno..1:molhyltrjmcttiylono. 1 -olhyllrimethyleno and 2-mclhyllrimc!hylcne groups 

Whero represents an alkoxy group, this may be a straigh! or branched chain group having rrom 1 to 4 carbon 
atoms, and examples of such alkoxy groups include the melhoxy. elhoxy, propoxy. isopropoxy. buloxy, sec-butoxy, l- 
btiioxy and isobutoxy groups, of which we prefer the mcthoxy group. 

Whero represents an alkylthio group, this may be a straight or branched chain group having from 1 to 4 carbon 
Hloms. and examples of such alkylthio groups include the melhyllhio. othyllhio. propyllhlo. isopropyllhio. bulyllhio. soc- 
bulylthio. l-butylthio and isobutylthb groups, of which wo prefer the methyllhio group. 

Where roprosonls a halogen atom, this may bo. for example, a fluorine, chlorine, bromine or iodine atom, 
preferably a fluorine, chlorine or bromine atom, and most preferably a fluorine or chlorine atom. 

Whore R^ roprosonts a monoafkylamino group, the alkyi part has from 1 to 4 carbon atoms and may bo a straight 
or branched chain group. Examples of such monoalkylamino groups include tho melhylamino. ethylamino. propylamino. 
isopropylamino, butylamino. sec-bulylamino. t-bulylamino and isobutylamino groups, of which we prefer the methyl-- 
amino and ethylamino groups. 

Whero R3 represents a dialkylamino group, the two alkyl groups are tho same as or different from each olher. and 
each may bo a straight or branched chain alkyl group having from 1 to 4 carbon atoms. Examples of such dialkylamino 
groups include the dimelhylamino, diethylamino, dipropylamino, dilsopropylamino, dibulylamino.N-methyl-N -ethylami- 
no and N-elhyl-N-isopropylamino groups, of which we prefer the dimothylamino and diethylamino groups. 

Where R3 roprosonts an aryl group having from 6 to 10 carbon atoms, this is a carbocyclic group having from 6 
to 10 carbon atoms in one or more aromatic rings. Examples of such aryl groups include the phenyl and naphlhyl 
groups, preferably the phenyl group. The group may be unsubstitulcd or it may be substituted by one or more of 
substiluonls a, as defined above and oxompllficd below. 

Where R^ represents an aralkyl group, this is a group in vyhich an alkyl group having from l to 4 carbon atoms is 
subsliluled by an aryl group as defined above. The group preferably has from 7 to 12 carbon atoms in lolal, and 
examples of such aralkyl groups include the benzyl, phonolhyl. 3-phonyIpropyl. 4-phonylbutyl. l-naphthylmolhyl and 
2-naphthyImGthyl groups, of which we prefer tho benzyl and phonothyl groups, more preferably the ben/yl group. Tho 
aryl pari of the group may be unsubstltutod or it may bo substituted by one or more of substitucnts a. as defined above 
and oxomplified below. 

Preferably. represents a hydrogen a!om, an alkyl group havi/ig from 1 to 4 carbon atoms, an alkoxy group 
having 1 or 2 carbon atoms, an alkyllhio group having 1 or 2 carbon atoms or a halogen atom. 

Whore R-* reprosenls an acyl group, this Is preferably a carboxylic acyl group having from 1 to 8 carbon atoms, 
and it may bo. for example: an aliphatic carboxylic acyl group, including an alkanoyi group, such as a lormyl, acetyl, 
propionyl. butyryl, pontanoyi, hoxanoyl. hoptanoyi or oclanoyi group; or an aromatic carboxylic acyl group, i.o an 
aryicarbonyl group (in which the aryl part is as defined and exemplified holow in relation to R*). such as a benzoyl or 
fi-toluoyi group. Of these, we prefer the alkanoyi groups, especially those containing from 2 1o 5 carbon atoms, and 
most preferably the acetyl group. 

Where X represents an aryl group having from 6 lo 10 carbon atoms, this is a carbocyclic group having from 6 lo 
10 carbon atoms in one or more aromatic rings. Examples of such aryl groups include the phenyl and naphthyl groups, 
preferably Ihe phenyl group. The group may be unsubstituted or it may be substituted by one or more ol substiluonls 
11. as defined above and exemplified below. 

Whore X roprosonts an aromatic hotorocyclic group, this preferably has from 5 to 10 ring atoms arranged in one 
or two rings, of which at least one is helerocyclk:. In the case of a bicyclic system consisting of two fused ririgs. rvie of 
Iheso may be heterocyclic and the other carbocyclic. or both may bo holcrocyclic. The or each heterocyclic ring pref- 
erably has 5 or 6 ring atoms, of which from 1 to 4 are hotoro-aloms selected from oxygon, sulphur and nitrogen atoms. 
In tho case ol those groups having 4 ring hetern-atoms, wo prefer that all four are nitrogen atoms, and correspondingly 
none are oxygen and/or sulphur atoms. In the case of those groups having 3 ring hclcro-aloms. we prefer that all three, 
two or ono are nitrogen atoms, and correspondingly none, one or two are oxygen and/or sulphur atoms. In the case 
of Ihoso groups having 2 ring heloro-aloms. wo prefer that two. one or none are nitrogen atoms, and correspondingly 
none, one or two are oxygen and/or sulphur atoms. These groups may be substilulcd or unsubstitulcd and. if substi- 
tuted, tho subslituenls are selected from substituenls a defined abovo and exemplified below. Although there is no 
leslriction on tho number of subslituenls except that imposed by the number of subslilulable positions and possibly 
by storic constraints, wo generally prefer from 1 to 3 substiluonls. more preferably 1 or 2 substiluonls and most pref- 
erably 1 subslituenl. 

Examples of such monocyclic aromatic hclcrocyclic groups which may bo represcnlcd by X include: pyrrolyl 
groups, such as tho 2-pyrrolyl or 3-pyrrolyl group; furyl groups, such as Ihe 2-luryl or 3-f uryl group; thionyl groups, such 
as tho 2-thionyl or 3-thienyl group; pyridyl groups, such as Ihe 2-pyridyl. 3-pyrrdyl or 4-pyridyl group; imidazolyl groups, 
such as the 2-imidazolyl or 4.imidazolyl group: pyrazolyl groups, such as tho 3-pyrazolyl or 4-pyrazolyl group; oxazolyl 
groups, such as the 2-oxazolyl. 4-oxazolyl or 5-oxazolyl group; isoxazolyl gruops. such as the 3 isoxazblyl. 4.isoxazolyl 
or S-isoxHAolyl group; Ihiazolyl groups, such as Ihe 2-lhia/olyl. 4-thi»/olyl or 5-lhia;?olyl group; isothiazolyl groups, such 
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as the 3-.solh.a2olyl. 4-iso«hiazolyl or S-isothiazolyl group: iriazolyl groups, such as the 1.2.3-triazol-4-yl or 1.2 4-lriazol- 
3-y group; th.ad«zolyl groups; such as the 1 .3.4-lhiadia2o|.2-yl group; oxadiazolyl groups, such as the 1 .3.4-oxadia2ol- 
2-yl group: lotra7oVI QfOiips. such as the S-tetrazolyl group: pyridazinyl groups, such as the 3-pyrida7inyl or 4.pyri- 
dazinyl group; pyrunidinyl groups, such as the 2-pyrimidinyl. 4ijyr.midhyl or 5-pyrin,idinyl group; the pyrazinyl group- 
Tv. o?' f '■^-oxazn-2-y. or l.4-oxazin.3-y, group; and thiaziny, groups, such as the 1.4 thiZ-" 

^-yi or i,4-lnia^in-3-yl group. 

Examples o( such condensed ring aromatic heterocyclic groups which may be represented by X include indolyl 

fr^VTo ""f I '"'^"'•^-y °' 9'°"P: '"'lazolyl groups, such as 

the ,ndazol-2.yl. .ndazol-3-yl. ^dazoM-yl. indazol-5-yl. indazol-6-yI or indazol-7-yl group; benzofuranyl groups, such 
as the bonzolurnn-2-yl. bonzofuran-G-yl. bonzolu,an-4.yl. bon/cfuran-S-yl. bonzofuran-6-yl or bcnzo(uran-7-yl group 
bor,2oih,ophenyl groups, such as the bon2olhK)phen-2-yl. benzoihiophen-S-yl. ben20lhiophen-4-yl. benzoihiophen- 
5-yl. bonzolh.ophen-6-yl. or benzothiophen-7-yl group; benzimidazolyl groups, such as the benzimidazol-2-yl bonz- 
imidazol-4-yl. bonzimidazol-S-yl. benzimidazol-6-yl or bonzimidazol-7.yl group; benzoxazolyl groups, such as thobon- 
70xa70l-2-yl. benzoxazoM-yl. benzoxazol-S-yl. ben7oxa/ol-6-yl or ben20xazol-7-yl group: benzothiazolyl groups such 
as the ben20thBZol-2.yl, ben2othiazol-4-yl. benzothiazol-S yl. benzolhiazol-6-yl or benzothiazo|.7-yl group- qJinolvl 
groups, such as the 2<,uinolyl. 3<,uinolyl. 4.qu«iolyl. 5-quinolyl. 6-quinolyl. 7-quinolyl or S^uinolyl group- is'oquinoM 
groups, such as the Visoquinolyl. 3-isoquinolyl. 4.isoquinolyl or 8-isoquinolyl group, benzoxazinyl groups such as the 
1 .4-bonzoxnzin-2-yl or 1 .4-bonzoxazin-3-yl group; bonzothiazinyl groups, such as the 1 .4-bonzothia2in-2-yl or 1 4-ben 
20thia/in-3-yl group; pyrrolo(2.3-bJpyridyl groups, such as the pyrfolo{2.3-b]pyrid-2-yl or pyrfolo{2.3-b)pyrid-3-yl group 
so luror2.3-blpyfidyl groups, such as the (uro(2.3-b]pyrid-2-yl or luro(2.3-b]pyrid-3-yl group; thienof2.3-blpyridyl groups 
such as the thiono(2,3-b]pyrid-2-yl or thiono[2.3-b)pyrid-3-yl group; naphthyridinyl groups, such as Iho 1 .B-naphlhyrldin- 
2-yl. 1.8-naphthyridln-3-yl. 1 .5-naphlhyridin-2.yl or 1.5-naphthyridin-3-yl group; imidazopyridyl groups, such as Iho 
imidazo[4.5-bJpyrid-2-yl or imidazoI4.5-bJpyrid-5-yl group; oxazolopyridyl groups, such as the oxazolo(4.5-blpyrid-2-yl 
or oxazolo[5.4.bJpyrid-2-yl group; thiazolopyridyl groups, such as the thiazolol4.5-bJpyrid.2.yl or thiazoio|4 S-clpyrid- 
2S 2-yl group. ' ' 

Prof orred monocyclic aromatic heterocyclic groups which may bo represented by X are groups containing 5 or 6 
ring atoms, ot which Irom 1 to 3 are nitrogen and/or oxygen and/or sulphur hotoro-atoms. and particularly tho pyrrolyl 
luryl. thionyl. pyridyl. imidazolyl. pyrazolyl. oxazolyl. isoxazolyl. thiazolyl. triazolyl. thiadiazoiyi, oxadiazolyl pyridazinyl" 
pyrimidmyl and pyrazinyl groups as illustrated above. Prolorrod condensed ring aromatic heterocyclic groups consist 

M ot a bon2ono ring fused lo one of the monocyclic aromatic heterocyclic groups defined above, and preferred such 
groups aro tho indolyl, benzofuranyl, benzothiophonyl. benzimidazolyl. benzoxazolyl. benzothiazolyl quinolvland iso- 
quinolyl groups as illustrated above. /.■^ j 

Most prolarred monocyclic aromatic heterocyclic groups which may be represented by X aro tho imidazolyl oxa- 
zolyl and pyridyl groups, and most preferred condensed ring aromatic heteiocyclic groups are the indolyl quinolvl and 

35 isoquinolyl groups. / • i j 

Where X represents an aryl group or an aromatic heterocyclic group, these groups may be unsubstituted or they 
may be substituted as defined above, preferably with from 1 to 3 substituents selected from ^ubstituents o. as defined 
above, lor example as lotlows. . 

Where the substituent u is an alkyi group having from 1 to 6 carbon atoms, an alkoxy group having from 1 to 4 
carbon atoms, an alkyllhio group having Irom 1 to 4 carbon atoms, a halogen atom, a straight or branched chain 
monoalkylamino group having from 1 to 4 carbon atoms a dialkylamino group, whoso alkyI groups are the same or 
difleroni and each has from 1 to 4 carbon atoms, or an aralkyi group having Irom 7 to 12 carbon atoms, it may be for 
oxamplo. as exemplified in relation to R3 above. 

Where tho substituent a is a straight or branched chain hakDgonatod alkyI group having from 1 to 4 carbon atoms 
the alkyI part may be any of those alkyI groups having from 1 to 4 carbon atoms included in the groups represented 
by R . and examples ol such halogonaled alkyI groups include the chloromethyl, bromomethyl. fluoromethyl iodome- 
Ihyl. Uilluoromothyl. Irifluoromothyl. penlafluoroolhyl. 2.2.2-lrinuoroelhyl. 2.2.2-trichloroethyl and Irichloromolhyl 
groups, of which the fluoromethyl. difluoromethyl and triffuoromethyl groups are preferred. 

Where the substituent a represents an acyloxy group having Irom" 1 to 4 carbon atoms, this is a caiboxylic acyloxy 
group and is preferably an alkanoyi or alkenoyi gioup. more preferably an alkanoyi group, and examples of such acyfoxy 
groups include tho formyloxy. acotoxy. propionyloxy and butyryloxy groups, of which tho acotoxy group is proforrod 
Whore Iho subsiiiuent a is a straight or branched chain alkylenodioxy group having from 1 to 4 carbon atoms 
examples of such alkylenodioxy groups include the methytonedioxy. ethylenedioxy. trimethylenedioxy totramelhylen- 
edioxy and propylenedioxy groups, of which the mothylonedioxy and olhylonedioxy groups aro preferred 

Whore the substituent a represents an aralkyloxy group having from 7 to 1 2 carbon atoms, tho aralkyi part may 
be as defined and exemplified above in relation to rfi. and examples of such aralkyloxy groups include the benzyloxy, 
phenolhyloxy. 3-phenylpfopoxy. 4-phenylbutoxy. 1 -naphlhylmothoxy and 2-naphthylmethoxy groups, of which we pre- 
fer Iho ben/yloxy. phenelhyloxy. 1 -naphlhylmelhoxy and 2-naphltiylmethoxy groups 
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Whore the substituent a is an alkylsulphonyl group. !hc alkyi pnri has from 1 lo 4 carbon atoms and may bo any 
of those alkyt groups having from 1 to 4 carbon atoms inctudod in the groups represented by Examples of such 
alkylsulphonyl nroups include the methylsulphonyl. othylsulphonyl. propylsulphonyl, isopropylsutphonyl. btitylsiilpho- 
nyl, isobutylsulphonyl, sec-butytsulphonyl and t-bulylsulphonyl groups, of which we prefer the mothylsulphonyl, ethyl- 
5 sulphonyl and isopropylsulphonyl groups. 

Whoro the substituont u is an aryl group, this Mms from 6 lo 10 carbon atoms in a carbocyclic ring, which is unsub- 
stitutcd or has at least one substituent selected from substitucnts fi: 

alkyI groups having from 1 to 6 carbon atoms, such as defined and exemplified above in relation to B^: 

10 

straight or branched chain halngonatcd alkyI groups having from 1 lo 4 carbon atoms, such as defined and cxcm- 
plifiod above in relation to substituonts a: 

alkoxy groups having from 1 to 4 carbon atoms, such as defined and exnmpllfied above in relation lo R^: 

IS 

halogen atoms, such as defined and exemplified above in relation to R^; and 



alkylcnodioxy groups having from 1 lo 4 carbon atoms, such nr. defined and oxomplifiod above in relation lo R^. 

Examples of such substituted and unsubslilutcd aryl groups include the phenyl, 1-naphthyl, 2-naphthyl. 4-meth- 
ylphonyl. 4-trtnuoromothylphonyl. 4-mothoxyphonyl, 3-cthoxyphcnyl. 4-nuorophonyl, 4-chlorophcnyl, 3-bromophonyl 
and r^.4.mDthylcnodioxyphenyt groups, of whk:h wo prefer the phenyl, 4-mGthoxyphGnyl and 3,4-methylonedioxyphonyl 
groups. 

Whoro the substituent a is an aryloxy group, this has from 6 lo 10 carbon atoms in a carbocyclic ring, v/htch is 
unsubstitutcd or has at least one substituent selected from substiitjcnts p, which are defined and exemplified abovn 
Examples of such aryloxy groups include the phcnoxy, 1*naph!hoxy, 2-naphthoxy. 4-methylphGnoxy. 4-lrifluoromolh- 
ylphonoxy, 4-mothoxyphonoxy. 3-othoxyphenoxy, 4-chlorophGnoxy, 3-bromophonoxyand 3,4-mothylonodioxyphonoxy 
groups, of which we prefer the phenoxy gioup. 

Whoro the substituont a is an arylthio group, this has from 6 to 10 carbon atoms in a carbocyclic ring, v/hich is 
unsubslilulod or has at least one substituent selected from substituonts which are defined and exemplified above. 
Examples of such arylthio groups include the phenyllhkj. 4-molhylphonyIlhio. 4-trifluoromothylphonyllhio. 4-molhoxy* 
phonyllhk). 3-othoxyphonylthio, 4-chlorophcnyllhio, 3-bromophonyllhio, 3,4-molhylonodioxyphonyllhio. 1 -naphthyllhio 
and ?-naphthyllhio groups, of which we prefer the phenytthio group. 

Whore the substituent a is an arylsulphonyl group, this has Irom 6 to 10 carbon atoms in a carbocyclic ring, which 
IS unsubstituted or has at least one substituont selocted from substituenls p, which are defined and exemplified above. 
Examplos of such arylsulphonyl groups include the phenylsulphonyl. 4-methylphenylsulphonyl. 4-lrinuoromolhylpho- 
nylsulphonyl. 4-melhoxyphenylsulphonyl, 3>elhoxyphcnylsulphonyl. 4-chlorophenylsulphonyl, 3-bromophcnylsulpho- 
nyl. 3.4-mothylenedk>xyphenylsulphonyl, 1 -naphthylsulphonyl and 2Hriaphthylsulphonyl groups, of which wo prefer the 
phenylsulphonyl group. 

Whoro the substituont a is an arylsulphonylamino group, this has from 6 to 10 carbon atoms in a cnrbocyclic ring, 
which is unsubslitulod or has at least one substituent selocted from substituenls p. which are defined and exempllfiGd 
above. In addition, the nitrogen atom may bear as a substituent an alkyI group having from 1 lo 6 carbon atoms (which 
may bo as defined and oxomplifiod abovo in relation to tho corresponding groups which may bo rcprcsontcd by R^) 
Examplos of such arylsulphonylamino groups include the phenylsulphonylamino, 4-methylphenylsulphonylamino, 
4-lrifluoromelhylphenylsulphonylamino, 4-methoxyphenylsulphonylamino, 3-ethoxyphenylsulphonylamino, 4-chlo- 
rophonylsulphonylamino. 3-bromophenylsulphonylamino, 3,4-methylonodioxyphenylsulphonylamino. N-mothylpho- 
nylsulphonytamino. 1 -naphthylsulphonylamino, 2-naphlhylsuIphonylamino and N-methylnaphlhylsulphonylamino 
groups, of which wo prefer the phenylsulphonylamino and N-mothylphenylsulphonylamino groups. 

Whore the substituont a is a group of fomnula -R«, wtierc R* represents an aromatic heterocyclic ring having 5 or 
6 ring atoms of wliich from 1 lo 3 are nitrogen and/or oxygon and/oi sulphur atoms or a fused ring syslom in which 
such an aronmtic hctorocyclic ring is fused to an aryl group having from 6 to 10 atoms in a carbocyclic ring or to such 
an aromatic holorocycllc ring, the aryl group may be any of those aryl groups <Jqfincd and exemplified above in relation 
to substituenls a. or, whore there are two heterocyclic groups fused togothor. those may bo tho same as each other 
or Ihoy may bo dilleront from each olher. Examplos of guch heterocyclic groups Include tho fury I, thinnyl, oxazolyl, 
isoxazolyl. thiazofyl. imidazolyl, quinolyl, Isoqulnolyl, indolyl and pyridyl groups, of which we prefer the imidazolyl. qui- 
nolyl and pyridyl groups. 

Whore the substituent a is a group of formula -OR*, where R« is as dolined abovo, examples of such groups include 
tho furytoxy. thionytoxy. oxazolyloxy, isoxa/olyloxy. Ihia/olyloxy, imida/olyloxy. qutnolyksxy, isoquinolyloxy. indolylnxy 
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and pyridyloxy groups, of which we prefer the isoxazolyloxy artd pyridyloxy groups 

.h^L^nh^ ";«s"bs|il"«nt a is a group of formula -SR«. whore (Visas defined above, examples of such groups include 

and pyrKJyItho groups, of Which we prefer the Isoxazolylthio and pyridylthio groups oiynnio. naovilhw 

Where the substituent a is a group of formula -SOjW. where R» is as defined above examoles of buch or«..n. 
S"ht^ olr'n •'I'r'' .'^'-^'-'"''-V.. oxazolyist^honyl. isoxazolylsu^^hSyf^T^SronyU^^^^^^ 
.h?ilT '^7°'y^"'P.^''"y'- »oqu.nolylsulphonyl. indolylsulphonyl and pyridylsulphonyl groups, of which weSr 
the imitla/olylsulphonyLisoxazolylsulphonyl and pyridylsulphonyl groups x a . wnicn we preicr 

10 „vn,If r*^^ substituent a represents a group of formula -NCR^jSOzR*. where R« and R» are as defined above 
.0 oxar^plos of such groups .ncludo the luo^lsulphonylamino. thionylsulphonylamino. oxazolylsuiphonylamuSo^to^ztLT 
suphony amino, ihiazolylsulphonylamino. imidazolylsulphonylamino. N^nethyBmidazilsX^^rriSoTS 
suphooylam.no. .soqulnolylsulphonylamino. indolylsulphonylamino. pyridyJlphonyl^'^aS^ N^^^^ 

suS2'""° ^'TJ' °' ^^•^"'y'^u'Phonylamino. N.methyli,T»Lolylsulphon7^^^^^^ 

sulphonylamino and N-methylpyridylsulphonylamino groups. . K""nywmino. pyriayi 

Therefore, where X represents a substituted or unsubstituted aryl group having from 6 to 10 carbon atom, in « 

carbocycic ring or a substituted or unsubstituted aromatic heterocy^c'group. spe' rexa^p es^fTuc 'p^^^^^^^^^ 

groups uiclude: substituted or unsubst.tu.ed ary. groups having from 6 to 10 carbon atoms, such as the ph^r naph 

thyl 2-naph,hyl. m-,o.yl. g-tolyl. 3-othylphonyl. 4.olhylphonyl. 3-isopropylphonyl. Wopylphonyl r.Z;iphonyl 

4-|.bu,y phony . 4-chlorome.hylphonyl. 4.bromom9thylphenyl. 4-fluoromethylphenyl. 4-iodomethylphenyl 3 difZ 

°;"fV'P»'7y;^^-W"uoromemylphenyI.4-pentafluoroa,hylphenyL 

droxyphonyl. 4.hydroxy-3.5-dimothylphonyl. 3-acotoxyphonyl, 4-acotoxyphonyl. 5-acotoxy 2-hydroxy-3 4 6 uimcthvl- 
phenyl. 3-melhoxyphonyl. 4-methoxyphenyl. 3-elhoxyphonyl. 4-e.hoxy,^renyl. S-isopropSCli^pro^o^^^^^^^ 

4-molhyllh.ophonyl. 3-ethylthiophenyl. 4-ethy.th.ophonyI, S-.sopropy.ihiophenyl. 4-isopr<vylll^iophenyl sTeS 
ohctTa ■ • 3-o.hy.su^,honylphenyl. 4-etfrylsu.phonylphenyT oXro^Ws^lZny ■ 

phenyl. 4-.sopropylsulphonylphonyl. 3-chlorophonyl. 4-chlorophenyl. 3-bromophenyl. 4-bromophenyl 4 nitrophenv 
4-am»iophonyl. 3-molhylaminopheny.. 4-emylaminophonyl. 3-propylaminophenyl. 4- butylaminihonyl 3 ZoZ 

o^I^^.7n^l^T l^^^^^^^^ 3^>.phonylyl. 4-biphonylyl. 3-(4-mcthylphonyl)phcnyl. 4.(4-^ 

T^ZZ"!^- ^-ft'^rP'f""'^'''"""'- 3-(4-trinuoromethylphenyl,phenyl. 4.(4^rilluorometl^Jlphenyl)phor 3- 
3 rp^H " ? • ''; t'"«'»'«'«yP'>«"y')Phenyl. 3.(2.4^imethoxyphenyl)phenyl. 4.(2.4<liiethoxyphonynpho. 
D?onw Jr^rlr'' T^^^^ 4-(2.5-dimethoxyphonyl)phonyl. 4.(3-chlorophonyl)phonyl. 4-(4 chtorTp'Jonyl) 
TZllT:^^ T.T^^ !^*' *-(^-''«*"°Pf'«"y')phenyl. 3-(3.4.mathylenedioxypheny5phenyl. 4.(3 4.mo°Syiono 

ny thwphonyl. 3-phGnylsulphonylphonyl. 4-phonylsulphonylphenyl. 3.(phenylsulphonylarnino)Dhenr 4!(DLnJ^ 
sulphonylHrniMphanyl, N-rne.hy(-3-(phenylsulphony.^ N-r;e.hyM-(pSZSSno)ph?^^^^^^^ 
TllT^ 'T:?^; ^-(""'^-^°'-1-Wphenyl. 3.(1-me.hylimida.ol-4-7l)phenyl. 4^1-me.hyLXTyTpS 3 
2-luryl phenyl. 4-(2-luryl)phenyl. 3-(2-thienyl)phonyl. 4-(2-thienyl)phenyl. 3-(3-th.enyl)phenyl 4 (S^m^nvS^^^^^^ 3 
(2-py,Kiyl)phonyL 4 (2-pyridyl)phenyl. 3.(3-^^^^^^ 

4-0rn«fazol-1-yllh«)phonyl. 4.(2.furylthio)phonyl. 4.(2-thlonyl,hio)phonyM 

3;env/3TovSn'^'''r"''' ff-PV^'^^V'sulphonyOphonyl. 3-(3-pVid ,su7phcJiy.,X74 (i py'^d^^^^^ 
phenyl, 4-(N-mothy|.2-py ridylsulphonylamlno)phonyl. 3-(3-py,idylsulphon ylaminolohwivl 3 n^^n,^T^ , 

lhyl-2-pyrrolyl. l-phonyl-2 pyrrolyl. 1 -bonzy(.2-pyrrolyl. 5-molhyl-2-furyl 5.phenyl-2-fu,yl S-mSp^h.onw 5 ^k^^^^ 
2Mh.ony 5.me,hy|.3.,hiony.. 5-phenyl-3-thiony.. . -memyl-3-pyrazolyl. 1 phenyl-J-p^Ja^oTyt lle^J^^^^^^^^ 

1- phony.2..m.cJa2oVI. 1 -molhy|.4-imidazolyl. 1-plionyM-imidazolyl. 1.molhyl-2.phiiwI^^ 

2- phcny|.4.mida2olyU.4-dimothyl-2-phonyl-5.imidazolyl.4-oxazolyi.S.oxazoV^^^^^ 
azolyl 2-mothyl-5-oxazolyl. 2-phony|.5.oxazoly,. 4-me.hy|.2-phonyi'5-ox 
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cfyl. 2-phenyllhip-5-pyridyI. 2-phenylsulphony|.5-pyridyl. 2-phenylsulphonylariiino.5-pyridyl. 2-(N-methylphenylsulphof 
nylamino).5-pyridyl. 3-mothyl-6-pyridyl. 3-phGny|.6-pyridyl. 2-molhyl^.pyridyl, a-phenyl^.pyridyl, 2*molhyl-4.pyrimid- 
Inyl. 2-phenyl-4.pyrlmldinyl. 2.methoxy^-pyrtmldlnyl. 2-n!hoxy-4.pyrimldinyl. 2.isopropoxy.4.pyrimidinyl P-melhylthio- 
4.pyrimidinyl. 2-othylthjo-4.pyrimidinyl. 2-isopropylthio-4.pyrjmidtnyl. 2-phenyllhlo.4.pyrlmjdinyl. 2-molhylsulphony|. 
4.pyrimidinyl. 2.Gthylsulphony|.4.pyrimidinyl. 2.isppropylsulphony|.4.pyrimidinyl. 2-phGnylsuIphony|.4.pyrim!dihyl 
2.mGlhyl-5-pyrimidtnyI. 2^heny|.5-pyrlmjdinyl. 2.melhoxy-5.pyfimidinyl. 2.ethoxy.5.pyrimidinyl. 2 isopropoxy-S-pyri^ 
midinyl. 2-mGlhyllhio.5.pyrimidinyl. a-othylthio-S-pyrimidinyl. 2Hsopropylthio-5-pyrimldinyl. 2-phenyIlhio.S-pyrimidinyl 
2-mo!hylsiilphony|.5-pyrlmldinyl. 2.olhylsuIphonyl-5-pynmidinyl. 2 isopropylsulphony|.5-pyrimldinyl. 2-phonylsulpho^ 
nyl-5-pyrimidfnyl. 2-indolyl. S-indofyl. Vmolhyl-2-tndoly!. 1 -methyl-S-irvJolyl, 2-bGn2jmida7olyl. 1-molhyl-2.bGn7imida- 
zolyl. 2 bcnzoxazolyl. 2.bonzolhia2olyl. 2.quinolyl. S quinolyl. 4-quinolyl. 1 isoquinolyl. a-isoquinolyl. 4.isoquinolyl and 
e-isoquinolyl groups. 

Where Y represents a jgroup of formula >N.R^ represents a hydrogen atom, art alkyi group having from 1 to G 
carbon atoms or an acyl group having from 1 to 8 carbon atoms. Examples of alkyI groups which may be rGpresonled 
by R include those defrned and exemplified above in relation to R3 Examples of alkyI groups which may be represented 
by R^ include aliphatic acyl groups having from 1 to 8 carbon atoms (including alkanoyi groups having from 1 to 8 
carbon atoms and alkenoyl groups having from 3 to 8 carbon atoms) and aromatic acyl groups. I.o. arylcarbonyl groups 
in which the aryl part is a phenyl group which may bo unsubslltutod or may bo substitutod by at least ono (and preferably 
from 1 to 3) substituonts soloctod from substiluonls a. doflnod and nxomplifiod nbovo. Spocirtc oxomplos of such 
groups of formula >N.R^ include Iho Imlno. molhylimlno. ethylimino. propylimlno. isopropylimino. butylimino. isobutylim- 
ino. SGC-butyhmino. t-butylimino. pentyllmino. 1-mDlhvrbtitylimtno. 2-mothylbutyltmina 3-mGthylbutylimino 1 l-dimcth- 
yipropylimino. 1.2-dimothylpropylimlno, 2.2-dimclhylpropylimino. 1 -othylpropylimlno. hoxylimino. 1-mcthyipcnlylimino 
2-melhytpcntylimlno. S-melhylpenlylffnino. 4.mcthylpcntylimino. 1.1 -dimethylbutyllmino. 1 .2-dimethylbutylimino' 
1.3-drmothylbutylimino. 2.2-dimethylbutylimino. 2.3.dimethylbutylimino. 3,3^imethylbutylimino, 1 -ethylbulylimino' 
1J.2.trimolhylpropylimino. 1.2.2-lrimGthylpropylimino. acetylimino. propionylimino. bulyrylimino. pontanoylimino hox- 
anoyhmino. heptanoylimino. oclanoylimlno. ben7oylimino andj2-toluoylimino groups, of which wo piofnr the straight or 
branched chain alkylimino groups having from 1 to 4 carbon atoms and the acetylimino group. The most preferred 
groups aro Iho imino. methylimino. ethylimino and acetylimino groups. 

Each of the compounds of the present invention contains a basic group in its molecule, and can thus bo converted 
to sails with acids by conventional methods. Thoro is no porticular restriction on tho noturo of ouch solta. provided Ihftt 
whore tho compounds are to be used medically, the compounds are phamnacGutlcally acceptable, that is it is not less 
active, or unaccoptably less active, nor more toxic, or unaccoplably more toxic, than the parent compound. However 
where tho compound is to bo used for non-modical uses. o. g. as an intormodiato in tho preparation of other compounds, 
oven ihis rostnction does not apply, an^there Is then no restriction on the nature of tho salts which may bo formed 
Examples of such salts include: salts with mineral acids, especially hydrohalfe acids (such as hydrofluoric add. hydro- 
chloric acid, hydrobromic acid or hydroiodic acid), nitric acid, perchloric acid, sulphuric acid or phosphoric acid- sails 
With lower Hikylsulphonic acids, such as molhanesulphonic acid. Irlfluoromelhanosulphonic acid or elhanesulphonic 
acid; salts with arylsulphonic acids, such as benzenesulphonic acid or ^-toluenosulphonic acid; salts with organic 
cnrboxylic acids, such as acetic acid, fumaric acid, tartanc acid, oxalic acid, maleic acid, malic acid, succinic acid 
benzoic acid, nnandclic acid, ascorbic acid, lactic acid, gluconic acid or citric acid; and salts with amino acids, such as 
glutamic acid or aspartic acid. Wo prefer tho pharmacoutically accoptal)lo salts. 

Also the compound of the present invention can be converted into a salt with a base by conventional methods 
Examples of such salts include: salts with an alkali metal, such as sodium, potassium or lithium: sails with an alkaline 
earth motal. such as barium or calcium or magnesium; and salts with another motal. such as aluminium. Again, wo 
prefer tho pharmaceutically acceptable salts. 

The compounds of formula (I) of the present invention can exist in the form of various isomers duo to the presence 
of asymmetric carbon atoms. Thus, whore Z represents a 2.4 <Jioxothia2olidin-5.ylm ethyl group (Zb) or a 2 4.dioxoox. 
a/olrfJ.n.5.ylmolhyl group (Zc). the carbon atom at the S-position is asymmetric. Although these isomers are all ropre- 
sentod herein by a single molecular formula (I), the present invention includes both the individual, isolated isomers 
and mixtures, including racemates. thereof and the isomers may be present in such mixtures in any proportions Whore 
stcreospocific synthesis techniques are employed or optically active compounds are employed as starting materials 
individual isomers may bo prepared directly; on tho other hand, if a mixture of isomers is prepared, tho individual 
isomers may bo obtained by conventional resolution techniques. 

The compounds of formula (I) in which Z represents a 2.4.dkDxothiazolidin-5-ylmethyl group (Zb) a 2 4-dioxolhi- 
azolidin-S-ylidonylmothyl group (Za). 2.4.dioxooxazolidm-5.ylmothyl group (Zc) or a 3.5-dioxooxadiazolidin-2.ylmelhyl 
group (Zd) can exist in the form of various tautomeric isomers as shown in the following schemes a n v and 6 re- 
spectively: ^ * ' • ' 
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Scheme n 
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Scheme y 




In Iho abovo formula (I), all taulomers basod Ihoroon and mixlures ol oquivalenl weights or non-equivalont weights 
of those taulomers are represented by one formula. Thus, all of those isomers and mixtures of these isomers are 
included in the present invention. 

In addition, the compounds of tomnula (I) can exist In tho form of cis- and irans-lsomors depending upon the 
geometrical isomerism of the oxime double bond. In the aforesaid formula (I), all of the isomers duo to tho geometrical 
isomerism and oquimolar and non-oquimolar mixtures of these isomers are roprosentod by a single formula. Thus, all 
of those isomers and mixtures of these Isomers are Included in tho present invention. 

Moreover, tho present invention also includes all solvates, for example hydrales, of the compounds of formula (I) 
and salts thereof, where the relevant compound is capable of forming a solvate. 

Tho invention also embraces all compounds which could bo converted in the living mammalian, for example human, 
body to a compound of formula (I) or a salt thereof by the action of tho melabolism. that is so-called 'pro-drugs* of the 
compounds of formula (I) and salts thereof. 

Of the compounds of the present invention, we prefer those compounds of formula (I) and salts thereof, in which: 

(Al) reprosonls a hydrogen atom or an alkyi group having from 1 to 4 carbon atoms; 
(A2) R2 reprosonls an alkylono group having from 2 to 5 carbon atoms; 
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(A3) R3 represents a hydrogen atom, an alkyi group having from 1 lo 4 cafbon atoms, an alkoxy group having 1 
or 2 carbon atoms, an alkylthio group having l or 2 caibon atoms or a halogen atom; 

(A4) X represents: an aryl group, which has from 6 to 10 ring carbon atoms and is unsubstituted or is substituted 
by from 1 to 3 substituents selected from substiluenls ai. defined betow; or an aromatic heterocyclic group which 
has from 5 lo 10 nng atoms in one or two rings, of which atoms from 1 to 3 are nitrogen and/or oxygen anU/or 
sulphur atoms, said group being unsubstituted or being substituted by from 1 to 3 substituents selected from 
substituents a\ dofinod bolow; 

said substituents being soloctod from: 

1 ) alkyI groups having from 1 lo 6 carbon atoms, 

2) halogonated alkyI groups having from 1 lo 4 carbon atoms, 

3) hydroxy groups, 

4) acyloxy groups having from 1 lo 4 carbon atoms, 

5) alkoxy groups having from 1 to 4 caibon atoms. 

6) alkylenedioxy groups having from 1 to 4 carbon atoms. 

7) aralkyloxy groups having a total of from 7 to 1 2 carbon atoms, 

8) alkylthio groups having from 1 lo 4 carbon atoms, 

9) alkylsulphonyl groups having from 1 lo 4 caibon atoms. 

10) halogen atoms, 

1 1 ) aralkyi groups having a total of from 7 lo 1 2 carbon atoms, 

1 2) phenyl groups whwh are unsubsliluted or are substituted by from 1 to 3 of substituents p\ defined bolow. 

1 3) phenoxy groups which are unsubstituted or are substituted by from 1 lo 3 of substituents . defined below. 

14) phonylthio groups whch are unsubsliluted or are substituted by from 1 lo 3 of substituents p\ defined 
below. ' 

1 5) phenylsulphonyl groups which aro unsubsliJuiedorare substituted by rrom 1 to3ol substHuentspi, defined 

16) phony Isulphonylamino groups in which the phenyl group is unsubstituted or is substituted by (rom 1 lo 3 
o( substituents defined below, and iho nitrogen atom is unsubstituted or is substituted by an alky! group 
having from l to 6 carbon atoms. ' " 

17) turyl. Ihionyl. oxazolyl. isoxazolyl, ihiazoiyl. pyndyl. pyndyloxy. pyridyUhio and pyridylsulphonyl groups. 

18) imidazolyl groups in whicli a nitrogen atom is unsubstituted or is substituted by an alkyI group havina from 
1 to 6 carbon atoms. . 

1 9) pyridylsulphonylamino groups in which the an^ino group is unsubstituted or is substituted by an alkvl arouo 
having from 1 to 6 carbon atoms. ^ *^ 

sakJ substituents p' being selected from alkyI groups having from 1 to 6 carbon atoms, halogenated alkyI 
groups having Irom 1 to A carbon atoms. alKoxy groups having from 1 lo 4 carbon atoms, halogen atoms 
and alkylenedioxy groups having from 1 lo 4 carbon wloms; 
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(A5) Y represents an oxygen atom, a sulphur atom or a group of formula >N-R*. in wfiich represents a hydrogen 
atom, an alkyi group having from 1 to 3 carbon atoms or ian alkanoyi group having from 2 to 5 carbon atoms: and 

(AG) Z represents a 2,4-dioxothiazolkiin-5*ylmothyL 2.4-dioxooxa7olidin*5-ylmethyl or 3.5-dtoxooxadiazolidin- 
2-yimethyl group; 

and especially compounds in which R» is as defined in (A1 ). R-- is as defined in (A2). is as defined in (A3). X 
is ns defined in (A4). Y is as defined in (A5) nnd Z is as dnfinod In (A6). 

More proforrod compounds of the present invention are thoso compounds of formula (I) and salts thoroof. in which: 
(D3) R^ represents a hydrogen atom; 

(B4) X represents : an aryl group, which has from 6 to 10 ring carbon atoms and is unsubstituled or is substituted 
by from 1 to 3 subslituents selected from substiluents defined bekDw; or an aromatic heterocyclic group which 
has from 5 to 10 ring atoms in one or two rings, of which atoms from 1 to 3 are nitrogen and/or oxygen and/or 
sulphur atoms, said group being unsubstituted or being substituted by from 1 to 3 substituents selected from 
substiluents a^, defined below; 

said substituents being selected from: 

1 ) alkyi groups having from 1 to 6 carbon atoms. 

2) halogonated alkyi groups having from 1 to 4 carbon atoms, 

3) hydroxy groups. 

4) alkanoyloxy groups having from 1 to 4 carbon atoms. 

5) alkoxy groups having from 1 to 4 carbon atoms, ^ 

6) alkylonodioxy groups having from 1 to 4 carbon atoms. 

7) aralkyloxy groups having a total of from 7 to 12 carbon atoms. 

8) Hikyllhio groups having from 1 to 4 cnrbon ;j!oms. 

9) alkylsulphonyl groups having from 1 to 4 carbon atoms. 

10) fluorine atoms, chiorino atoms and bromino atoms. 

1 1 ) aralkyl groups having a total of from 7 to 1 2 carbon atoms. 

1 2) phenyl groups which are unsubslilutod or are siibsliiuiod by from 1 to 3 of subsllluonls . dnfinod above. 

1 3) phenoxy groups which are unsubslilutod or are substituted by from 1 to 3 ol substiluents \\ i . defined above. 

14) phonyllhio groups whfch are unsubslilutod or are substituted by from 1 to 3 of subslituents p\ defined 
above. 

1 5) phonylsulphonyl groups which nro unGubstilulod or nro subslitutod by from llo 3 of substituents . defined 
abovo, 

16) phonylsulphonylamino group in which the phenyl group is unsubslilulod or is subslilutod by from 1 to 3 ol 
substiluents p\ defined above, and the nitrogen atom is iinsubstltulod or is substituted by an alkyi group 
having from 1 to 6 carbon atoms, 

17) furyl thionyl. oxa/olyl. isoxa/olyl. IhiH/olyl. pyricJyl, pyridyloxy. pyrldyllhio and pyridylsulphonyl groups: 
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18) imidazolyl groups in which a nilrogon atom is unsubsiiiuled or is substituted by an alkyi group having from 
I to 6 carbon atoms, 

19) pyridylsulphonylamino groups in wliich the ammo group is unsubstituted or is substituted by an atkyi group 
having Irom 1 to 6 carbon atoms , x s# p 

(B5) Y represents an oxygen atom; and 

(B6) 2 represents a 2.4<lioxothiazoIidin-5-ylmeihyl or 2.4.d»oxooxazolidin-5-ylmethyl group: 

and espGcially compounds in which Rt is as defined in (Al). R2 is as defined in (A2). R3 is as defined in (83) X 
15 as dodned in (B4), Y is as defined in (B£i) and Z is as defined in (B6). 

which'*" """"^ P''*'''''®^ compounds of the present invention are those compounds of formula (I) and salts thereof, in 

(CI) Ri represents a hydrogen atom or an alkyI group having from 1 to 3 carbon atoms; 
(C2) r2 represents an alkylene group having from 2 or 3 carbon atoms; 

(C4) X rcprosonls a phenyl, naphthyl. imidazolyl. oxazolyl. pyridyl, indolyl. quinolyl or isoquinolyl group, each of 
which IS unsubsiiiuied or is substituted by from 1 to 3 subsiituents selected from substituents defined below; 

said substituents are selected from: 

1 ) alkyI groups having from 1 to 6 carbon atoms. 

2) halogonated alkyI groups having from 1 to 4 carbon atoms. 

3) hydroxy groups. 

4) alkanoyloxy groups having from 1 to 4 carbon atoms. 

5) alkoxy groups having from 1 to 4 carbon atoms. 

6) Ihe methylene dk)xy group. 

7) aralkyloxy groups having a total of from 7 to 12 carbon atoms. 

8) alkylthio groups having from 1 to 4 carbon atoms. 

9) alkylsulphonyl groups having from 1 to 4 carbon atoms, 

10) fluorino. chlorine and bromine atoms. 

11) aralkyi groups having a total of from 7 to 12 carbon atoms, 

12) phenyl groups which are unsubstituted or arc substituted by from 1 to 3 of substituents defined 
bolow. * 

1 3) phonoxy groups whicli aro unsubsiiiuled or arc substitulod by from 1 to 3 o( subslituonts BZ dofincd 
bolow, ' 

bitow ^"^ unsubclltulod or aro substitulod by Irom 1 to 3 ol subslituonls p2. dolinod 

15) phonylsulphonyl groups which aro unsubstilutod or are substituted by Irom 1 to 3 ol substituents Ijz 
dulined below. ' ' 
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16) phenylsutphonylamino group in which the phenyl group is unsubstituted or is substituted by from 1 to 
3 of substituents (i^ defined boiow. and the rKrogen atom is unsubstituted or is substituted by an alkyi 
group having from 1 to 6 carbon atoms. 

1 7) luryl, thienyt. oxazolyl. isoxiazolyl. thiazolyl. pyridyl. pyrtdyloxy. pyridylthio and pyridytsulphonyl groups; 

18) imtdazolyl groups in which a nitrogen atom is unsubstituted or is substituted by an alkyt group having 
from 1 to 6 carbon atoms. 

19) pyridylsulphonylamino groups in which tho amino group is unsubstituted or is substituted by an nikyi 
group having from 1 to 6 carbon atoms. 

said substituonts are selected from methyl groups, trifluoromethyl groups, methoxy groups, fluortno 
atoms and methylenedioxy groups); 

(C6) Z represents a 2.4-dtoxothiazolidin-5-ylmethyl group; 

and ospocieilly compounds in which R' is as defined in (CI), F^' is as defined in (C2), is as defined in (B3). X 
is as defined in (C4). Y is as defined in (B5) and Z is as defined in (C6). 

Still more preferred compounds of tho present invention are those compounds of formula (I) and salts thereof, in 
which: 

(D1) R* represents a hydrogen atom, a methyl or ethyl group; 

(D2) R2 represents an ethylene, trimelhyleno or methylethyleno group; 

(D4) X represents a phenyl, naphthyl. imidazolyl. oxazolyl. pyiidyl. indolyl. quinolyl or isoquinolyl group, each of 
which is unsubstituted or is substituted by from 1 to 3 substituonts selected from substituonts a* defined below; 

said substituonts are selected from: 

1 ) atkyi groups having from 1 to 6 carbon atoms. 

2) halogonated alkyI groups having from 1 to 4 carbon aton^. 

3) hydroxy groups, 

4) atkanoyloxy groups having from 1 to 4 carbon atoms, 

5) alkoxy groups having from 1 to 4 carbon atoms. 

6) methylenedioxy. bcnzyloxy, phcnolhyloxy and naphthylmolhytoxy groups. 

7) alkytthio groups having from 1 to 4 carbon atoms. 

8) Hikylsulphonyl groups having from 1 lo 4 carbon atoms. 

9) fluorine, chlorine and bromine atoms, 

10) the benzyl group. 

11) phenyl groups which are unsubstituted or are substituted by from 1 to 3 of substituonts p^. defined 
above, 

12) phenoxy groups which are unsubstituted or are substituted by from 1 to 3 of substiluents p^. defined 
above. 
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and ospecially compounds In which is as dofinod In (Dl I R2 is ae Ho#i„«rt mox oa 
is as defined in (04). Y is as defined in (85) and Z it Ls de(Ld i" (Ce? ' " " '^"""^ 

^Further prererred compounds of .he p«sen. invention are .hose compounds o, ,ormu.a (., and sans .heroo.. .n 

^tis=:y^rr.~^^^^^ 

said substituents are selected from; 

1 ) alkyi groups having from 1 to 3 carbon atoms. 

2) the trifluoromothyl. difluoromothyl. fluoromothyl. hydroxy, formyloxy and acotoxy groups. 

3) alkoxy groups having from 1 to 3 carbon atoms. 

4) the melhylenedioxy. bon^yloxy. methyUhlo. eihyUhio. methylsulphonyl and ethylsulphonyl groups. 

5) .ho fluorine, chlorine and bromine atoms, and 

3VmLtrn'i ''•'''T^^T^'''^'''''^"^^^ 4..rinuoromo.hylphonyl. 4-mo.hoxyphonyl, 4-fluorophonyl 
3.4-mo.hylened.oxyphenyl. phenoxy. phenyLhio. phenylsulphonyl. phenylsulphonylarnino ll r^l?h«iZ 

(F2) R2 roprosonts an othylono group; 
|G1 ) R^ represents a methyl or ethyl group; 
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(G4a) X represents a phenyl group which is unsubstituted or is substituted by from 1 to 3 substituents selected 
from substituents a^, defined below; 

said substituents are selected from: methyl, hydroxy, aceloxy. benzyl, phenyl, phonoxy. phenylthio, phe- 
n/lsulphonyl phenylsulphonylamino. N-mothylphenytsulphonylaminp. pyridyl. pyridybxy. pyridylthto and pyn- 
dylsutphonyl groups and chlorine atoms; 

or 

(G4b) X represents a pyridyl group which is unsubstituted or Is substituted by from 1 to 3 substituents selected 
from substituents cx^. defined below; 

said substituents a® are selected from: methoxy, ethoxy, isopropoxy, benzytoxy, mothylthio, ethyllhio, methyl- 
sulphonyl, ethylsulphonyl, benzyl, phenyl, phenoxy, phenylthio. phenylsulphonyl, phenylsutphonylamtno and 
N-methylphenylsulphonylamino groups; 

and especially compounds in which is as defined in (Gl). is as defined in (F2), is as defined in (B3). X 
IS as defined in {GAa) or (G4b), Y is as defined in (B5) and Z is as defined in (C6). 

Examples of specific compounds of the present invention are those compounds of formula (I): 




in v/hich R2. r3. X. Y and 2 are as defined in the following Tables 1 to 26. In these Tables, certain abbreviations 
arc used, for the sake of convenience, and those abbreviations aro as follows: 

Ac: acetyl. 

]Dii l-bulyl. 

Bimid: bcnzlmidazolyl. e.g. Bimid-2 is 2-benzimidazolyl 
Boxa: bonzoxazolyl, e.g. Boxa-2 is 2-bonzoxazolyl 
Bthiz: benzothiazolyl. e.g. Blhiz*2 is 2-benzothiazolyl 
Bz" benzyl. 
Et: ethyl. 
Fur: furyl. 

liTiid: irnidazoiyi, e.g. lmid-2 is 2-imidazolyl 
Ind: indotyl, e.g. lnd-2 is 2-indolyl 
Isox: isoxazolyl. o.g. lsox-4 is 4-isoxazolyl 
MdO: mothylonedioxy. 
Me: methyl, 

Np naphthyl. e.g. Np-2 is 2-naphthyl 
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)0 



15 



£0 



2S 



30 



3S . 



40 



Oxa: oxazolyl. e.g. Oxa-2 is 2-oxa2olyl 

Ph: phonyl. .... 
jPr: isopropyj. 

Pym: pyrimidinyl. o.g. Pym-4 is 4-pyrimidinyl 

Pyr; pyridyl. o.g. Pyr-a is 2-pyridyl 

Pyrr: pyrrolyl, e.g. Pyrr-2 is 2-pyrrolyl b ; 

Pyza: pyrazolyl, e.g. Py2a-4 is 4-pyfa2olyl 

Quin: quinolyl, e.g. Quin-2 is 2-quinolyl 

jQuin. isoquinolyl. e.g. jQuin-4 is 4-isoquinolyl 

Thi: Ihienyl. e.g. Thi-2 is 2-thienyl 

Thiz: thiazolyl. o.g. Thi2-4 is 4-lhiazolyl 

Za: 2.4-dioxothiazolidin-5-ylidenylmethyl. i.e. formula (2a): 



2b: 2,4-dioxolhiazoIidin-5-ylmelhyl, i.e. lormuUi (2b): 



2c: 2,4-dioxooxazol(din-5-ylmethyl, i.e. formula (2c): 





O 



(Zb) 
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5 



1C 




(Zc) 

Zd: 3.5-dioxooxadiazolidin-2-ylmQlhyl. i.e. formula (2d): 



25 




30 



35 



40 
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Table 1 



5 


I Cpd. 
No. 


1 ^' 

1 


1 

J 


r3 


1 X 

1 


Y 


2 1 


10 


M 


H 


(CH9h 


H 


Ph 


0 


4-Zb 


1-2 


H 




H 


Nd-1 


0 


4.2b 




1-3 


H 


(CH?)? . 


H 


Np.2 


0 


4.2b 


15 


1-4 


H 


(CH,b 


H 


4-Me-Ph 


0 


4-Zb 




1-5 


H 


(CH?)? 


H 


4-Et-Ph 


0 


4-Zb 


20 


1-6 


H 


(CH?)? _ 


H 


3.iPr-Ph 


0 


4-Zb 




! 1-7 


H 


(CH?)? 


H 


4-iPr-Ph 


0 


4-2b 




1-8 


H 


(CH,b 


H 


3-iBu-Ph 


0 


4-Zb 


2S 


1-9 


H 


(CH,), 


H 


4-tBu-Ph 


0 


4-Zb 




MO 


H 


(CH7)9 


H 


3-CI.Ph 


0 


4-Zb 


30 


1-11 


H 


(CH?)? 


H 


4-Cl-Ph 


0 


4-Zb 




1-12 


H 


(CH?)? 


H 


3-Br-Ph 


0 


4-Zb 


3S 1 


1-13 


H 


(CH7b 


H 


4-Br-Ph 


0 


4-Zb 




1-14 


H 




H 


3-Ph-Ph 


o 


4-Zb 




I- 15 

II- / 


rl 


(CH?)? 


H 


4-Ph-Ph 


0 


4-2b 


40 1 


1-16 


H 


(CH9b 


H 


3-Bz-Ph 


o 


4-Zb 




1-17 


H 


(CH?)? . 


H 


4rB2-Ph 


o 


4-Zb 


4S L 


1-18 


H 


(CH?)? 


H 


3-PhO-Ph 


0 


4-Zb 




1-19 


H 


(CH,), 


H 


4-PhO-Ph 


o 


4-Zb 


SO 


1-20 


H 


(CH,), 


H 


3-PhS-Ph 


o 


4-Zb 
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Tabic 1 (cont,) . 



Cpd. 
No. 


r1 


r2 


r3 


X 


Y 


z 


1-21 


H 


(CHjh 


H 


4-PhS-Ph 


0 


4-Zb 


1-22 


H 


(CH?)?, 


H 


3-PhS0?-Ph 


0 


4-Zb 


1-23 


H 


(CH,h 


H 


4-PhS02-Ph 


0 


4-Zb 


1-24 


H 


(CH?.)?. 


H 


3-(Imid-l)Ph 


0 


4-Zb 


1-25 


H 


(CH,)9 


H 


4-(Iniid-l)Ph 


0 


4-Zb 


1-26 


H 


(CHo)7 


H 


3-(Imid-4)Ph 


O 


4-Zb 


1-27 


H 


(CH7b 


H 


4-(lmid-4)Ph 


0 


4-Zb 


1-28 


H 


(CHjh 


H 


3-(Fur-2)Ph 


0 


4-Zb 


1-29 


H 




II 


4-(Fur.2)Ph 


0 


4-Zb 


1-30 


H 


{CH,b 


H 


3-(Thi-2)Ph 


O 


4-Zb 


1-31 


II 


(CH,)9 


II 


4-(Thi-2)Ph 


0 


4-Zb 


1-32 


H 


(CH?)? 


H 


3-(Thi-3)Ph 


0 


4.Zb 


1-33 


H 


(CH?)? 


H 


4-(Thi-3)Ph 


0 


4-Zb 


1-34 


H 


(CH7)7 


H 


3-(Pyr-2)Ph 


O 


4-Zb 


1-35 


H 


(CH?.)?, 


H 


4-{Pyr-2)Ph 


0 


4-Zb 


1-36 


H 




H 


3-(Pyr-3)Ph 


0 


4-Zb 


1-37 


H 


(CH,b 


H 


4-(Pyr-3)Ph 


0 


4-Zb 


1-38 


H 


(CH,)9 


H 


3-(Pyr-4)Ph 


0 


4-Zb 


1-39 


H 


(CH,)9 


H 


4-(Pyr-4)Ph 


0 


4-Zb 


1-40 


H 


(CH?)? 


H 


3-(Oxa-2)Ph 


o 


4-Zb 
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Table 1 (cont.) 



s 


No. 


r1 




T '77i — 


1 ^ 


1' 


1 z 1 




1-41 


H 


(CH-jh 


H 


4-(Oxa-2)Ph 


o 


4.7h i 


10 


1-42 


H 


(CHoh 


H 


1 3-(0xa^)Ph 


o 


4-Zb 1 




1-43 


H 


(CHyh 


H 


4-(Oxa-4)Ph 


o 


1 4-7K 1 


IS 


1-44 


H 


(CH'^h 


H 


3-(Oxa-5)Ph 


o 


A 7K 1 




1-45 


H 


(CHyh 


H 


4.COxa-5)Ph 


o 


1 *»-z.o 1 
4-7h 1 


:o 


1-46 


H 


(CH,b 


H 


1 3-(Thiz-2)Ph 


o 


1 ^-Zb 1 




1-47 


H 


(CH^h 


H 


1 4-(Thiz-2)Ph 


0 


4-2b 1 




1-48 


H 


(CH,)9 


H 


1 3-(Thiz-4)Ph 


o 


4-Zb 1 


25 


1-49 


H 




H 


4-(Thiz-4)Ph 


o 


4-7h 1 




1-50 


, H 




H 


3-(Thlz-5)Ph 


o 


A 7h 1 


30 


1-51 


H 


(CH7b 


- H 


4.CThi7-5^Ph 


n 

\j \ 


A *7k I 

M-Zb 1 




1-52 


H 




H 1 




o 

\j \ 


4-Zo 


35 


1-53 


H 


(CH9b 


H 1 


1 -Ph.Pvrr.9 


c\ 

\J \ 


4-Zb 1 




1-54 


H 


(CH^b 


H 


l-B2-Pvrr-2 


n 

VJ 1 


*t-ZD 1 




1-55 


H 


(CH,b 


H 


5-Me-Fur.2 


o 


4-Zb 


40 


1-56 


H 


(CH,b 


H 


5-Ph-Fur-2 


o 


4-Zb 




1-57 


H 


(CH?)? 


H 


5-Me-Thi.2 


o 


4-Zb 


45 


1-58 


H 


(CH,b 


H 


5-Ph-Thi-2 


o 


4-Zb 




1-59 


H 


(CH?)? 


H 


5-Me-Thi-3 


o 


4-Zb 


: r 

SO 


1-60 


H 


(CH,), 


H 1 


5-Ph-Thi-3 


o 1 


4-Zb 



55 
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Table 1 fcont.l 



Cpd. 
No. 




R2 


IV 




Y 


z 


1-61 


H 


(CM?)? 


H 


l-Mc-Pyza-3 


0 


4.Zb 


1-62 


H 




H 


l-Ph-Pvza-3 


0 


4-Zb 


1-63 


II 


(CM?)? 


H 


I -Mc-Imid-Z 


0 


4-Zb 


1-64 


H 


(CH?)7 


H 


l-Ph-Imid-2 


o 


4-Zb 


1-65 


H 


(CH?)? 


H 


1 -Mc-Imid-4 


o 


4-Zb 


1-66 


H 


(CH,b 


H 


l-Ph-Imid-4 


0 


4-Zb 


1-67 


H 


(Clhh 


H 


Oxa-4 


0 


4-Zb 


1-68 


H 


(CH?)? 


H 


Oxa-5 


o 


4-Zb 


1-69 


H 


(CH?)? 


H 


2-Mc-Oxa-4 


0 


4-Zb 


1-70 


H 


(CH?)? 


H 


2-Ph-Oxa-4 


0 


4-Zb 


1-71 


H 




H 


2-Me-Oxa.5 


0 


4-Zb 


1-72 


H 


(CH,), 


H 


2-Ph-Oxa-5 


o 


4-Zb 


1-73 . 


H 


(CH,), 


H 


4-Me-2-Ph-Oxa-5 


0 


4-Zb 




H 


(CH,), 


H 


5-Me-2-Ph-Oxa-4 


o 


4-Zb 




H 


(CH,), 


H 


Thiz-4 


0 


4-Zb 




rl 


(CH?)? 


H 


Thiz-5 


o 


4-Zb 




H 


(CH,), 


H 


2-Me-Thiz-4 


0 


4-Zb 




H 


(CH,), 


H 


2-Ph-Thiz-4 


0 


4-Zb 


1-79 


H 


. (CH?)? _ _ 


H 


2-Me-Thiz-5 


0 


4.Zb 


1-80 


H 


(CH,), 


H 


2-Ph-Thiz-5 


0 


4-Zb 
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Table 1 fcont.) 



Cpd. 
No. 


1 


r2 


R3 


X 


Y 


z 


1-81 


H 




H 


4-Me-2-Ph-Thi2-5 


O 


4.Zb 


1-82 


H 


(CH,b 


H 


5-Me.2-Ph.Thiz^ 


0 


4.Zb 


1-83 


H 


(CH?)? . 


H 


1 -Me-Pyza-4 


O 


4.2b 


1-84 


H 


(CH?)? 


H 


l->h-PYza-4 


O 


4-Zb 


1-85 


H 


(CH^b 


H 


2-Me-Isox-4 


0 


4-Zb 


1-86 


H 


(CHyh 


H 


2-Ph-Isox-4 


0 


4-Zb 


1-87 


H 


(CH?)? 


H 


Pvr-2 


0 


4-Zb 


1-88 


H 


(CH,)9 


H 


Pvr-3 


o 


4-Zb 


1-89 


H 


(CH^h 


H 


Pyr-4 


0 


4-Zb 


1-90 


H 


(CHoh 


H 


3-Me-Pyr-5 


0 


4-Zb 


1-91 


H 


(CH?)? 


H 


3-Et-Pvr-5 


0 


4-Zb 


1-92 


H 


(CH?)? 


H 


3-Ph.Pvr-5 


0 


4-Zb 


1-93 


H 




H 


2-Mc-Pyr-5 


o 


4.Zb 


1-94 


H 




H 


2-Et-Pyr-5 


o 


4.Zb 


1-95 


H 


(CH9b 


H 


2-Ph-Pyr-5 


0 


4-Zb 


1-96 


H 


(CH,), 


H 


2-MeO-Pyr-5 


o 


4-Zb 


1-97 


H 


(CH?)? 


H 


2.ElO-Pyr-5 


o 


4.Zb 


1-98 


H 


(CH,), 


H 


2-iPrO-Pyr-5 


0 


4-2b 


1-99 


H 


(CH?)? . 


H 


2.MeS-Pyr-5 


o 


4-Zb 


1-100 1 


H 


(CH,), 1 


H 


2-EtS-Pyr-5 


0 


4-Zb 
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Table 1 fcont.) 



No. 


r1 


R2 




X 


Y 


z 


1-101 


H 


(CH,b 


H 


2-!PrS-Pyr-5 


0 


4-Zb 


1-102 


H 




H 


2-MeS09-Pyr-5 


0 


4-Zb 


1-103 


H 


(CIbb 


n 


2-EtS09-Pyr-5 


0 


4-Zb 


1-104 


H 


(CH9)7 


H 


2-iPrSO-?-Pyr-5 


O 


4-Zb 


1-105 


H 


(CH,), 


H 


2-Bz-Pyr-5 


0 


4-Zb 


1-106 


H 


(CH,), 


H 


2-PhO-PYr-5 


0 


4-Zb 


1-107 


H 


(CH:,), 


H 


2-PhS-Pyr-5 


o 


4-Zb 


1-108 


H 




H 


2-PhSO'?-Pyr-5 


0 


4-Zb 


1-109 


H 


(CHoh 


H 


3.Me-Pyr.6 


o 


4.Zb 


1-1 10 


H 


(CHoh 


H 


3-Ph-Pvr-6 


0 


4-Zb 


1-111 


H 


(CH,b 


H 


2-Me-Pyr-6 


0 


4-Zb 


1-112 


H 


(CH:,)9 


H 


2-Ph-Pyr-6 


0 


4-Zb 


1-113 


H 


(CH,b 


H 


2-Me-Pynn-4 


0 


4-Zb 


1-1 14 


H 


(CH9b 


H 


2-Ph-Pym-4 


o 


4-Zb 


1-115 


H 


(CH,), 


H 


2-MeO-Pym-4 


0 


4-Zb 


1-116 


H 


(CH7)9 


H 


2-EtO-Pym-4 


o 


4-Zb 


1-117 


H 


(CH,), 


H 


2-iPrO-Pym-4 


o 


4-Zb 


1-118 


H 


(CH,b 


H 


2-McS-Pym-4 


0 


4-Zb 


1-1 19 


H 


(CH7b 


H 


2-ElS-Pym-4 


0 


4.Zb 


1-120 


H 


(CH,), 


H 


2-iPrS-Pym-4 


o 


4.Zb 
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Tabic 1 fconf.) 



Cpd. 
No. 


r1 


R2 


r5 




Y 


7 


1-121 


M 


(CH?)? 


H 


6-MeS-Pvm-4 


0 


4.Zb 


1-122 


H 


' (CH7)9 


H 


6-EtS-Pym-4 


O 


4'Zb 


1-123 


H 


(CH?)? 


H 


6-iPrS-Pvm-4 


0 


4-Zb 


1-124 


H 


(CH9b 


H 


2-PhS-Pvm-4 


0 


4.Zb 


1-125 


H 


(CH?)? 


H 


•2-MeSO,-PYm-4 


0 


4.Zb 


1-126 


H 


(CH?)? 


H 


2-EtSO,-Pvni-4 


o 


4-Zb 


1-127 


H 




H 


2-iPrSO,-PYin-4 


0 


4-Zb 


1-128 


H 


(CH,b 


H 


2-PhS09-Pvm-4 


0 


4.Zb 


1-129 


H 


(CH,), 


H 


2-Me-Pvm-5 


0 


4-Zb 


1-130 


H 


(Clhh 


H 


2-Ph-Pvm-5 


0 


4-Zb 


1-131 


H 


(CH,), 


H 


2-McO-Pvm-5 


0 


4-Zb 


1-132 


H 


(CH?)? 


H 


2-EtO-Pvin-5 


0 


4.Zb 


1-133 


H 


(CH?), 


H 


2-iPrO-Pvm-5 


0 


4-Zb 


1-134 


H 


(CH,), 


H 


2-MeS-Pvm-5 


0 


4-Zb 


1-135 


H 


(CH,), 


H 


2-EtS-Pvm-5 


0 


4.Zb 


1-136 


H 


(CH?)? 


H 


2-iPrS-Pym-5 


0 


4-Zb 


1-137 


H 


(CH?)? 


H 


2-PhS-Pvm-5 


0 


4-Zb 


1-138 


H 


(CH,), 


H 


2-MeSO,-PYm-5 


0 


4-Zb 


1-139 


H 


(CH,), 


H 


2-EtSO,-Pvm-5 


0 


4-Zb 


1-140 H 


(CH,),. 


H 


2-iPrSO,-Pvm-5 


0 


4-Zb 
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Tabic 1 fcontJ 



Cpd. 
No. 


r1 


R2 




X 


Y 


z 


1-141 


H 


(CH?)7 


H 


l-PUSOj-Pym-S 


0 


4-Zb 


1-142 


H 


(CH,b 


H 


Ind-2 


0 


4-Zb 


1-143 


H 




H 


Ind-3 


0 


4-Zb 


1-144 


H 




H 


l-Mc-Ind-2 


0 


4-Zb 


1-145 


H 


(CH?)? 


H 


l-Me-Ind-3 


0 


4-Zb 


1-146 


H 




H 


nimid-2 


0 


4.Zb 


1-147 


H 




H 


Boxa-2 


0 


4-Zb 


1-148 


H 




H 


nthiz-2 


0 


4-Zb 


1-149 


t t 

H 




H 


Ouin-2 


0 


4-Zb 


1-150 


H 


(CH^b 


II 


Quin-3 


0 


4-Zb 


1-151 


H 


(CH,b 


H 


Quin-4 


0 


4-Zb 


1-152 


n 


(Cll.b 


11 


iQuin-l 


0 


4-Zb 


1-153 


H 




M 


iQuin-3 


0 


4-Zb 


1-154 


H 


(CH^b 


II 


iQuin-4 


0 


4-Zb 


1-155 


H 


(CH,b 


H 


3-MeO-Ph 


0 


4-Zb 


1 - 1 jO 


IT 

rl 




II 


4-MeO-rh 


0 


4-Zb 


1-157 


H 


(CH?)7 


H 


3-EtdlPh 


0 


4-Zb 


1-158 


H 


(CH,b 


H 


4-EtO-Ph 


0 


4-Zb 


1-159 


H 


(CHoh 


H 


3-iPrO-Ph 


0 


4-Zb 


1-160 


H 


(Clhh 


II 


4-iPrO-Ph 


0 


4-Zb 
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Table 1 (cont.) 



1 Cpd. 

1 INO. 


r1 


1 "^^ 

1 


1 

i 


X 


Y 


z 1 


1 1-16] 


H 




H 


3-MeS-Ph 


O 


4.Zb 


j 1-162 


H 


(CH?)? 


H 


4-MeS-Ph 


O 


4-Zb 


1-163 


H 


(CH,b 


H 


3.EtS-Ph 


0 


4-Zb 


1-164 


H 


(CH?)? 


H 


4-EtS.Ph 


o 


4.Zb 


1-165 


H 




H 


3-iPrS-Ph 


o 


4.Zb 


1 - 1 66 


H 


(CUoh 


H 


4-iPrS-Ph 


0 


4-Zb 


1-167 


H 




H 


3-MeS09-Ph 


o 


4-Zb 


l-loo 


H 




M 


4-McS07-Ph 


o 


4-Zb 


1 1 ) AO 


H 


(CHr>h 


H 


3-EtSO'>.Ph 


o 


4.Zb 


1 1 - 1 7n 


LI 

ri 


(CH9)-> 


H 


4-EtS07-Ph 


0 


4-Zb 


1 1171 


rj 

H 


(CH,)9 


M 


3-!PrS09-Ph 


o 


4.Zb 


1 1 1 

1 1 - i /2 


f « 

•H 


(CH^b 


H 


4-iPrS07-Ph 


o 


4-Zb 


1 1- I /J 


H 


(CIb)7 


M 


3-(l-Mc-rmid-4)Ph 


o 


4-Zb 


1 1 - 1 74 


H 


(CH?)? 


H 


4.(l.Me-Imid-4)Ph 


0 


4-Zb 


1-175 


H 


^ ' f < 


H 


1 -rvic-z-rn-imid-4 


0 


4-Zb 


1-176 


H 




H 


1.4-diMe-2.Ph-linid.5 


o 


4-Zb 


1-177 


H 


(CH9), 


H 


l,5-diMe-2-Ph-Imid-4 


o 


4.Zb 


M78 


H 




H 


3.4-MdO-Ph 


0 


4-Zb 


1-179 


H 


(CH,b 


H 


4-(4-MeO-Ph)Ph 


0 


4-Zb 


M80 


H 


(CH^b 


H 


4-(3.4.MdO-Ph)Ph 


0 


4-Zb 1 
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Tabic 1 (cont) 



'0 



Cpd. 
No. 


r1 


r2 




- X 


Y 


7 


1-181 


tl 


(CH7)7 


H 


4.rPhS09N(Me)]Ph 


o 


4-Zb 


1-182 


H 


(CHjh 


H 


4-f(Pyr-3)S07N(Me)lPh 


0 


4-Zb 


1-183 


H 




II 


4-(PhSO-2NH)Ph 


o 


4-Zb 


1-184 


H 


(CH?)7 


H 


4-f{Pyr-3)S07NHlPh 


o 


4-Zb 


1-185 


H 




H 


4-{(Pyr-2)S02lPh 


0 


4-Zb 


1-186 


H 




H 


4-r(Pyr-3)SO,lPh 


0 


4-Zb 


1-187 


H 


<CH?)? 


11 


4-[{Pyr-2)S07N(Mc)]Ph 


0 


4-Zb 


1-188 


H 




H 


4-t(Pyr-2)SO'?NHlPh 


0 


4-Zb 


1-189 


H 


(CHyh 


H 


4-(4-Me-Ph)Ph 


0 


4-Zb 


1-190 


H 


(CHjh 


H 


4-(4-F-Ph)Ph 


0 


4-Zb 


1-191 


H 




H 


4-(4-CFvPh)Ph 


0 


4-Zb 


1-192 


H 


(CH2)2 


II 


2-[4-Mc-PhS02N(Mc)]- 
Pyr-5 


0 


4-Zb 


1-193 


H 


(CH7)? 


H 


2-HO-Pyr-5 


0 


4-Zb 


1-194 


H 


(CH?)? 


H 


2-B7.0-Pyr-5 


0 


4.Zb 


1-195 


H 


(CHoh 


H 


4-r(Pyr-4)S07lPh 


0 


4-Zb 


1-196 


H 


(CH?)? 


H 


4-(2.4-cliMcO-Ph)Ph 


0 


4-Zb 


1-197 


H 


(CH?)? 


H 


4-(2,5.diMeO-Ph)Ph 


0 


4-Zb 


1-198 


H 


(CH,b 


H 


3-MO-Ph 


0 


4-Zb 


1-199 


H 


(CH7)7 


H 


4-HO-Ph 


0 


4.Zb 
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Table 1 (cant.) 



Cpd. 

INO. 


rI 


R2 


■ r3 


X 


Y 


z 


1-200 


II 


(CH2)2 


II 


5.AcO-2.IIO-3,4,6. 
triMePh 


0 


4-Zb 


1-201 


H 


(CH,), 


H 


4-HO-3.5-diMePh 


O 


4.Zb 


1-202 


H 


(CH,), 


H 


3-AcO-Ph 


O 


4-Zb 


1-203 


H 


(CHoh 


H 


4-AcO-Ph 


O 


4-Zb 



20 



25 



40 



4S 



SO 
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Tahlc2 



5 


1 Cpd. 


R> 


R2 


1 

1 


V 
/V 


V 
1 


1 y 1 




1 o 1 


Me 


(CH7)7 


H 


Ph 


0 


4-Zb 1 


10 


2-2 


Mc 


(CH-yh 


H 


Np-I 


0 


4-Zb 




1 


Me 




H 


Np-2 


o 


4-Zb 




1 o >i 


Mc 




H 


4-Mc-Ph 


o 


4-2b 


15 


1 
1 


MC 




H 


4-Et-Ph 


0 


4-Zb 




1 2.<^ 


jvie 




H 


3-iPr-Ph 


0 


4-Zb 


SO 


7.1 
1 / 


ivie 


(CH^h 


H 


4-iPr-Ph 


0 


4-Zb 




2-8 


ivi e 




H 


3-tBu-Ph 


0 


4-Zb 




2-9 






H 


4-tBu-Ph 


0 


4-Zb 


25 


2-10 


|V|C 




H 


3-Ci-Ph 


0 


4-Zb 






ivie 


(CH7)7 


H 


4.CUPh 


0 


4-Zb 


00 




Me 


(CH?)7 


H 


3-Br-Ph 


0 


4-Zb 






Me 


(CH?)7 


H 


4-Dr-Ph 


0 


4-Zb 


35 1 


2-14 


Me 




H 


3-Ph-Ph 


0 


4-Zb 




id- 15 


Mc 


(CH7b 


H 


4-Ph-Ph 


o 


4-Zb 




2-16 


Me 


(CH,), 


H 


3-Bz-Ph 


o 


A 7K 1 


40 1 


2-17 


Me 


(CH9b 


H 


4-Bz-Ph 


0 


4.Zb 




2-18 


Mc 


(CH,b 


H 


3-PhO-Ph 


0 


4-Zb 


4S L 


2-19 


Me 


(CH?)7 


H 


4-PhO-Pli 


0 


4.Zb 




2-20 


Me 


(CH?)7 _ 


H 


3-PhS-Ph 


0 


4-Zb 1 



SO 
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Table 2 



10 



15 



^5 



30 



3S 



40 



4S 




SO 



55 
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Tabic 2 fcont.^ 



Cpd. 
No. 


Rl 


r2 


r3 


X 1 Y 


z 


2*41 


Mc 


(CH7)9 


H 


4-(Oxa-2)Ph 


0 


4-Zb 


2-42 


Me 


(CH?)7 


H 


3-(Oxa-4)Ph 


0 


4-Zb 


2-43 


Me 


(CH?)7 


H 


4-(Oxa-4)Ph 


O 


4-Zb 


2-44 


Mc 


(CH7)9 


H 


3-(Oxa-5)Ph 


0 


4-Zb 


2-45 


Me 


(CH9)9 


H 


4-(Oxa-5)Ph 


O 


4-Zb 


2-46 


Me 


{CH9)7 


H 


3-(Thiz-2)Ph 


0 


4-Zb 




Me 


(CH9b 


H 


4-(Thiz-2)Ph 


0 


4-Zb 




Mc 


(CH7)7 


H 


3-(Thiz-4)Ph 


O 


4-Zb 




Me 


(CH?)? 


H 


4-(Thiz-4)Ph 


0 


4-Zb 


2-50 


Me 


(CH,), 


H 


3-(Thiz-5)Ph 


0 


4-Zb 


2-51 


Me 


(CH^b 


H 


4-(Thiz-5)Ph 


O 


4-Zb 


2-52 


Me 


(cn?.)? , 


M 


l-Me-Pyrr-2 


O 


4-Zb 


2-53 


Me 


(CH7)9 


H 


l-PhrPvrr-2 


0 


4.Zb 




Me 


(CH?)? 


H 


l-Bz-Pvrr-2 


O 


4.Zb 




Me 


(CH9)7 


H 


5-Me-Fur.2 


0 


4-Zb 


2-56 


Mc 


(CHo)? 


H 


5-Ph-Fur-2 


O 




2-57 


Me 


(CH9)7 


H 


5-Mc.Thi-2 


0 


4-Zb 


2-58 


Me 


(CH,b 


H 


5-Ph-Thi-2 


O 


4-Zb 


2-59 


Me 


(CH,b 


H 


5-Me-Thi-3 


o 


4-Zb 


2-60 


Mc 




H 


5-Ph-Thi.3 


0 


4-Zb 
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Tahle 2 fconr ) 



5 


Cpd. 
No. 




r2 




X 


Y 


1 7 I 




2-61 


Me 




Ft 


1 -Me-Py2a-3 


o 


4-Zb 1 


10 


2-62 


Me 




rr 
M 


l-Ph-PyzaO 


o 


4-Zb 




2-63 


Me 


^^'^yjy 


XJ 

n 


t ]-Me-Imid«2 


0 


4.Zb 




2-64 


Me 


v^"?>/7 


li 


1 i-Pn-lmid-2 


o 


4-2b 


15 


2-65 


Me 




n 


1 i'Mc»imid-4 


0 


4.Zb 




2-66 


Me 


\^ 


H 


1 i-rn-imia-4 


o 


4-Zb 


20 


2-67 


Me 


(CHoh 


H 


Ova A 


o 


4-Zb 




2-68 


Me 


(Clhh 


H 




o 


4-Zb 




2-69 


Me 


(CH9h . 


H 




u 


4*Zb 1 


2S 


2-70 


Me i 


fCH-jb : 


H 




r\ 

sJ \ 


4-Zb 1 




2-71 


Me 


(CH-)h 


H 


X. • 1 VI V-/ A a - J 


^ 1 


( 1 
4-Zb j 


30 


2-72 


Me 


(CHhh 


H 




r% 1 






2-73 


Me 


(CHoh 


H 1 




^ 1 


4-Zb 1 
4-Zb 1 


35 


2-74 


Me 


(Clhh 


H 1 




/A 1 

o 


4.Zb 




2-75 


Me 


(CHoh 


H 1 




/A 1 

o 


4-Zb 




2-76 


Mc 




11 


Thiz-5 


o 


4-Zb 


40 


2-77 


Me 


(CH7)9 


H 


2.Me.Thiz-4 


0 


4-Zb 




2-78 


Me 


(CH7)? 


H 


2-Ph-Thi2-4 


o 


4-Zb 


45 


2-79 


Me 




H 


2-Me-Thiz-5 


0 


4.Zb 




2-80 


Me 


(CH,h 


H 1 


2-Ph-Thiz-5 


o 1 


4-Zb 1 



SO 



35 
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Tabic 2 rcont.^ 



Cpd. 
No. 


R' 


r2 


r3 


X 


Y 


z 


2-101 


Mc 




H 


2-iPrS.Pvr-5 


0 


4.Zb 


2-102 


Me 




H 


2-MeS07-Pyr-5 


0 


4-Zb 


2-103 


Me 




H 


2-EtSO')-PYr-5 


0 


4-Zb 


2-104 


Me 


(CH,), 


H 


2-iPrS07-Pyr-5 


O 


4.Zb 


2-105 


Me 




H 


2-Bz-Pvr-5 


0 


4-Zb 


2-106 


Me 


(CH,), 


H 


2-PhO-Pyr-5 


O 


4-Zb 


2-107 


Me 


(CH?)? 


H 


2-PhS-Pyr-5 


0 


4-Zb 


2-108 


Me 


(CHoh 


H 


2-PhSO?-Pvr-5 


0 


4-Zb 


2-109 


Me 


(CH?)7 


H 


3-Me-Pyr-6 


0 


4-Zb 


2-110 


Me 


(CH,b 


H 


3-Ph-Pvr-6 


O 


4-Zb 


2-1 i I 


Mc 


(CH?)? 


H 


2-Me-Pyr-6 


0 


4-Zb 


2-112 


Me 




H 


2-Ph-Pvr-6 


O 


4-Zb 


2-1 13 


Me 


(CH7), 


H 


2-Mc-Pym-4 


O 


4-Zb 


^-114 


Me 


(CH,), 


H 


2-Ph-Pym-4 


O 


4-Zb 


» 2-1 15 


Me 


(CH,), 


H 


2-MeO-Pym-4 


o 


4-Zb 


2-1 16 


Me 




H 


2-EtO-Pym-4 


o 


4-Zb 


2-117 


Me 


(CH?)7 


H 


2-iPrO-Pym-4 


o 


4-Zb 


2-118 


Me 


(CH?)7 


H 


2-MeS-Pym-4 


o 


4-Zb 


2-1 19 


Me 


(CH?)7 


H 


2-EtS-Pym-4 


o 


4-Zb 


2-120 


Me 


(CHob 


H 


2-iPrS-Pym-4 


o 


4-Zb 
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Table 2 fconf ) 



Cpd. 
No. 


1 p 1 
1 


1 


1 -^1 

J ^ 


1 ^ 


Y 


z 


2-81 


Mc 




H 


4-Mc-2-Ph-Thi2.S 


0 


4-Zb 


2-82 


Mc 


(CH-yh 


H 


5-Mc-2-Ph-Thiz-4 


o 


4-Zb 


2-83 


Mc 




H 


l-Me-Py2a-4 


o 


4-Zb 


2-84 


Mc 


(Clhh 


H 


l-Ph-Pyza-4 


0 


4-Zb 


2-85 


Me 


(CH9b 


H 


2-Me-Isox-4 


o 


4-Zb 


2-86 


Me 


(CH,b 


H 


2-Ph-lsox-4 


0 


'4-Zb 


2-87 


Mc 


(CH?)? 


H 


Pvr-2 


o 


4-Zb 


2-88 


Me 


(CH?)? 


n 


PYr-3 


0 


4-Zb 


1 2-89 


1 Mc 


(CH?)? 


H 


Pvr-4 


0 


4-Zb 


2-90 


Me 


(CH.b 


H 


3-Me-Pyr-5 


0 


'l-Zb 1 


2-91 


Me j 


(CH,), 


H 


3-Et-Pyr-5 


0 


4-Zb 1 


2-92 


Mc 


(CH,b 


H • 


3-Ph-PYr-5 


0 


4-Zb 


2-93 


Me 


(CH?)? 


H 


2-Me-Pyr-5 


0 


4-Zb 


2-94 


Me 


(CH?)? 


H 


2-Et-Pvr-5 


0 


4-Zb 


2-95 


Me 


(CH,), 


H 


2-Ph-Pvr.5 


0 


4-Zb 


2-96 


Me 


— \SJ^2)7 


rl 


2-McO-Pyr-5 


o 


4-Zb 


2-97 


Me 


(CH9), 


H 


2-EtO-Pyr-5 


0 


4-Zb 


2-98 


Me 


(CH?)? . 


H 


2-iPrO-PYr-5 


0 


4-Zb 


2-99 


Me 


(CH,), 


H 


2-McS-Pyr-5 


0 


4-Zb 


2-100 


Me 1 


(CH,), 


H 


2-EtS-Pyr-5 


0 


^Zb 1 
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Table 2 (cont.) 



1 r*^j 

1 ^po- 
No. 




r2 


r3 


X 1 Y 


z 1 


2-141 


Me 


(CH7h 


H 


2-PhS09-Pvm-5 


0 




2-142 


Me 


(CHob 


■ ■ H-r..-'.-'- 


Ind-2 


0 


4-Zb J 


2-143 


Me 


(CHob 


X 4 


IndO 


o 


4-Zb 


2-144 


Me 


y^^^zJA 


H 


l.Me-Ind.2 


0 


4.Zb 


2-145 


Me 




H 


1 -Me-Ind-3 


o 


4-Zb 


2-146 


Me 


(CH^b 


H 


Bimid-2 


o 


4-Zd I 


2-147 


Me 


(CH-jh 


H 


Boxa-2 


o 


A 7k 1 


1 2-148 


Me 


(CH',h 


H 


Bthiz-2 


o 


d-7h 1 


2-149 


Me 


(CH-yh 


H 


Ouin-2 


0 


4-7h 1 


2-150 


Me 


(CHth 


H 


Ouin-3 


0 


A 7k 1 


2-151 


Me 




H 


Quin-4 


0 


4-ZD I 


1 2-152 


Me 


(CHoh 


H 


iQuin-1 


0 


4-Zb 


2-153 


Me 


* / J / 


H 


iOuln-3 


0 


4-Zb 


2-154 


Me 




u 
ii 


jQuin-4 


0 


4-Zb 


2-155 


Me 


(CH,b 


H 


3-McO-Ph 


o 


4-Zb 1 


2-156 


Me 




H 


4-MeO-Ph 


o 


4-Zb 


2-157 


Me 


(CH,), 


H 


3-EtO-Ph 


0 


4-Zb 


2-158 


Me 


(CH9)9 


H 


4-EtO-Ph 


0 


4-Zb 


2-159 


Me 




H 


3-iPrO-Ph 


0 


4-Zb 


2-160 


Me 




H 


4-iPrO-Ph 


o 


4.Zb 1 
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Table 2 fconf.) 



L.pu. 

No. 




I r2 


r3 


1 ^ 


Y 


z 


2-121 


Me 




n 




0 


4-Zb 


2-122 


Me 




IT 

ri 


o-EiS-PYin-4 


0 


4-2b 


2-123 


Me 


fCH-))-) 


ir 
1 1 


1 o-iPrS-PYfn-4 


0 


4.Zb 


2-124 


Mc 




H 






4-Zb . 


2-125 


Me 




H 


2-MeS07-PYm-4 


u 


4-Zb 


2-126 


Me 


(CH9), 


H 


2-EtS02-Pym-4 


r\ 


4-Zo 


2-127 


Me 


(CH7h 


H 


2-iPrS07-Pym-4 


n 




2-128 


Me 


(CH,), 


H 


J 2-PIiSO->-PYm-4 


\J 




2-129 


Me 


(CH,), 


H 2-Mc-Pvm-5 


0 




2-130 


Me 


(CH,h 


H 


2-Ph-Pyfn-5 


0 


4.7h 


2-131 


Me 


(CH?)9 


H 


2-MeO-Pvm-5 


0 


4-7h 


2-132 


Me 




H 


2-EtO-Pym-5 


0 


4-7h 


2-133 


Me 


(CHoh 


H 


2-iPrO-Pym-5 


0 




2-134 


Me 


(CHoh 


H 


2-McS-Pym-5 






2-135 


Me 




H 


2-EtS-Pym-5 


yj 


4-Zo 


2-136 


Me 


(CHoh 


11 


2-iPrS-Pvm-5 


0 


4-Zb 


2-137 


Me 


(CHoh 


H 2-PhS-Pvm-5 


0 


4-Zb 


2-138 


Me 


(CH7b 


H 


2.MeSOi-Pvm-5 


0 


4.Zb 


2-139 


Me 


(CH,)o 


H 


2-EtSO'9-PYm-5 


0 


4-Zb 


2-140 1 


Mc 


_ 


H 


2-iPrSO')-Pvm-5 


0 


4.Zb 1 
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Table 2 (cont.> 



1 Cpd. 
No 




R2 


r3 


s ^ 


Y 


z 


2-180 


Me 


L^"2J2 


rl 


4*(3.4«MdO-Ph)Ph 


0 


4.Zb 


2-181 


Me 




n 


4-[PhS09NCMe)]Ph 


0 


4-Zb 


2-182 


Me 




H 


^-[(PyrOjSO'?- 
NfMellPh 




4-Zb 


2-183 


Me 


(CHob 


H 


•♦"V-r ni3VJ9 ** /r n 




4-Zb 


2-184 


Me 


(CH2)2 


H 


4-((Pyr-3)S02NH]- 

Jrn 


0 


4-Zb 


2-185 


Me 


(CH9)9 


H 






4-Zb 


2-186 


Me 




H 




r\ 
U 


4-Zd 


2-187 


Me 




H 


4-[(Pyr-2)S09- 
N(Me)lPh 




4-Zb 


2-188 


Me 




H 


4-r(Pyr-2)SO'>- 
NHlPh 


0 


4-Zb 


2-189 


Me 


(CH7)? 


H 


4-(4-Mc.PWPh 


0 


4-Zb 


2-190 


Me 


(CH,b 


H 


4-f4-F.Ph")Ph 


0 


4-Zb 


2-191 


Me 


fCH,), 


H 


4-(4-CF-,-Ph)Ph 


0 


4-Zb 


2-192 


Me 


(CH2)2 


H 


2-(4-Me-PhS02- 
N(Me)l.PYr-5 


0 


4-Zb 


2-193 


Me 


(CH,b 


H 


2-HO-Pyr-5 


0 


4-Zb 


2-194 


Me 


(CH7)? 


H 


2-BzO-Pvr-5 


0 


4-Zb 


2-195 


Me 




H 


4-r(Pvr-4)SOolPh 


0 


4-Zb 


2-196 


Me 


(CH2)2 


H 


4-(2,4-diMeO- 
Ph)Ph 


0 


4-Zb 
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Table 2 rcont.^ 



Cpd. 


Rl 


r2 


r3 


X 


Y 


z 


2-161 


Mc 




1 1 


J-IVICO-I II 


o 


4-Zb 


2-162 


Me 


(CH^b 


IT 




o 

w 


4-Zb 


2-16"» 


Mc 


(CH7b 


H 




o 

\J 




2-164 


Me 




14 
rl 




0 


4-Zb 


2- Io!> 


ivie 






3-jPrS-Ph 


0 


.4.Zb 


^- 1 oo 






H 


4-iPrS-Ph 


0 


4-Zb 




Me 




H 


3-McS09-Ph 


0 


4-Zb- 




Mc 


V^' * J.j A. 


II 


4-McS07-Ph 


0 


4-Zb 




Me 




H 




0 


4-Zb 


1 /U 


ivic 


i^"7;? 


H 


4-EtSOo-Ph 


o 


4-Zb 


O 1 T 1 

.ii- 1 / 1 


ivie 




u 

L 1 


3-iPrS09-Ph 


o 


4-Zb 


2-172 


Me 


(CH9)7 


H 


4-i:PrS07-Ph 


0 


4.Zb 


2-173 


Me 


(CH,), 


H 


3-(l-Mc-Imid-4)Ph 


0 


4-Zb 


2-174 


Me 


(CH7)9 


H 


4-(l-Mc-Imid-4)Ph 


0 


4-Zb 


2-175 


Mc 


(CH9b. 


H 


1-Me-2-Ph-Imid-4 


o 


4-Zb 


2-176 


Me 


(CH2)2 


H 


1.4-diMe-2-Ph- 
Imid-S 


o 


4-Zb 


2-177 


Me 


(CH2)2 


H 


l,5-diMc-2-Ph- 
Imid-4 


o 


4-Zb 


2-178 


Mc 


(CH7)7. 


H 


3.4-MtlO-Ph 


o 


4-Zb 


2-179 


Me 


^CH2)2 


H 


4-(4.MeO-Ph)Ph 


0 


4-Zb 



40 



EP 0 708 098 A1 



Table 3 



Cpd. 
No. 


n 1 
R' 


r2 


r3 


X I Y 


z • 


3-1 


Et 


(CH?)7 


H 


r n 


o 


4-2b 


3-2 


Et 


(CH?)? 


H 




O 


4-Zb 


3-3 


Et 


(CH?)? 


H 


Np-2 


0 


4.Zb 


3-4 


Et 




H 




o 


4-Zb 


3-5 


Et 


(CH?)7 


H 




U 


4-Zb 


3-6 


Et 


(CH7)7 


H 


3-iPr.Ph 


n 


4-Zb 


3-7 


Et 




H 


4-iPr*Ph 


vJ 


4-Zb 


3-8 


Et 




H 


l.tRii.Ph 

-**iDU*rn 


O 


4.Zb 


3-9 


Et 


(CH7)7 


H 




O 


4-Zb 


3-10 


Et 


(CH7)? 


H 




o 


4-Zb 


3-11 


Et 


(CH7)7 


H 


4-CI-Ph 


0 


4-Zb 


3-12 


Et 


(CH,)9 


H 


3-Br-Ph 


0 


4-Zb 


3-13 


Et 


(CHoh 


H 


4-Br-Ph. 


0 


4.Zb 


3-14 


Et 


(CH,b 


H 


3-Ph-Ph 


0 


4-Zb 


3-15 


Et 




H 


4-Ph-Ph 


o 


4-Zb 


3-16 


Et 




H 


3-B2-Ph 


0 


4.Zb 


3-17 


Et 


(CH,b 


H 


4-Bz-Ph 


o 


4-Zb 


3-18 


Et 


(CH7)7 


H 


3-PhO-Ph 


0 


4.Zb 


3-19 


Et 


(CH?)7 


H 


4-PhO.Ph 


0 


4-Zb 


3-20 


Et 




H 


3-PhS-Ph 


0 


4-2b 
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Table 2 fcont.) 



Cpd. 

No. 




r2 


1 - ■■ 

1 


X 


Y 


z 


2-197 


Me 




LJ 

n 


4-(2.5-diMeO- 
Ph)Ph 


f 

0 


4.2b 


2-198 


Me 




H 


3-HO-Ph 


0 


4-Zb 


2-199 


Me 


(CH7)7 


H 


4-HO-Ph 


o 


4-Zb 


2-200 


Me 


(CH2)2 


H 


5-AcO-2-HO-3.4,6- 
triMe-Ph 


o 


4-Zb 


2-201 


Me 


(CH,), 


H 


4-H0.3.S-diMe-Ph 


o 


4-Zb 


2-202 


Me 


(CH?)7 


H 


3-AcO-Ph 


o 


4-Zb 


2-203 


Me 


(CH,), 


H 


4-AcO-Ph 


o 


4-Zb 



4 
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Tabic 3 (cont> 



Cpd. 
No. 


1 


r2 


r3 


X 


Y Z 


3-21 


Et 




ft 




0 


4.Zb 


3-22 


Et 


(CHn)'y 


H 




o 


4-Zb 


3-23 


Et 


(CH^b 


H 


4-PhSO">-Ph 


0 


4-Zb 


3-24 


Et 


(CHoh 


H 


3-(Imid-l)Ph 


0 


4-Zb 


3-25 


Et 


(CH2)2 


H 


4-(Imid-l)Ph 


0 


4-Zb 


3-26 


Et 


(CH^b 


H 


3-{Imid-4)Ph 


0 


4-Zb 


3-27 


Et 


(CH7b 


H 


4.(Imid-4)Ph 


o 


4-Zb 


3-28 


Et 


(CH,), 


H 


3-(Fur-2)Ph 


0 


4-Zb 


3-29 


Et 


(CH,), 


H 


4-(Fur-2)Ph 


o 


4-Zb 


3-30 


Et 


(CH?)? 


H 


3-(Thi-2)Ph 


o 


4-Zb 


3-31 


Et 


(CH?b 


H 


4-(Thi-2)Ph 


0 


4-Zb 


3-32 


Et 


(CH9b 


H 


3-(Thi-3)Ph 


0 


4-Zb 


3-33 


Et 


(CH9b 


H 


4-CThi-3)Ph 


0 


4-Zb 


3-34 


Et 


(CHoh 


H 


3-(Pyr.2)Ph 


0 


4-Zb 


3-35 


Et 


(CH^b 


H 


4-(Pyr-2)Ph 


o 


4-Zb 


3-36 


Et 


(CH?)? 


H 


3-(Pyl'-3)Ph 


o 


4-Zb 


3-37 


Et 


(CH:>b 


H 


4.(Pyr-3)Ph 


0 


4-Zb 


3-38 


Et 


(CH?)? 


H 


3-(Pyr-4)Ph 


0 


4-Zb 


3-39 


Et 


(CH7b 


H 


4-(Pyr-4)Ph 


0 


4-Zb 


3-40 


Et 


(CH?b 


H 


3.(Oxa-2)Ph 


0 


4-Zb 
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Table 3 fconr.) 



Cnd 
No. 


1 Ri 


R2 


r3 


X 


Y 


z 


3-41 


Et 


(CH7)-, 


H 


4-^03ta-7^Ph 


u 


4-Zb 


3-42 


Et 




H 


_ 1 V Aa-*f Jtrn 


u 


4-Zb 


3-43 


Et 


(CHoh 


H 


4-fOxa-4'\Ph 




4«Zb 


3-44 


Et 


(CH7b 


H 


3-(0xa-S)Ph 


_ yj 

V./ 




3-45 


Et 


(CH7h 


H 


4-(0xa'S)Ph 


n 




3-46 


Et 


(CHih 


H 


3>(Thiz-2)Ph 


0 




3-47 


Et 


(CHoh 


H 


4-(Thiz.2)Ph 


0 


4-7h 


3-48 


Et 


(CHoh 


H 


3-(Thiz.4)Ph 


0 


4.7h 


3-49 


Et 


(CHoh 


H 


4.(Thiz-4)Ph 


0 


4-Zb 


3-50 


Et 




H 


3-(Thiz-5)Ph 


0 


4-Zb 


3-Sl 


Et 


(CH7)? 


H 


4-ahiz-5)Ph 


0 


4-Zb 


3-52 


Et 


(CH9)9 


H 


l-Me-PyrT-2 


0 


4.Zb 


3-S3 


Et 


(CH->b 


H 


l-Ph-Pvrr-2 


0 


4-Zb 1 


3-54 


Et 


(CH,b 


H 


l-Bz-Pvrr-2 


0 


4-Zb 


1 3-55 


Et 


(CH-yh 


H 


5-Me-Fur-2 


0 


4-Zb 


3-56 


Et 


(CH-yh 


H 


5-Ph-Fur-2 


0 


.4-Zb 


3-57 


Et 


(CH?)? 1 


H 


5-Me-Thi-2 


0 


4-Zb 


3-58 


Et 




H 


5-Ph-Thi-2 


0 


4-Zb 


3-59 


Et 




H 


5-Me-Thi.3 


0 


4.Zb 


3-60 


Et 


(CFT?b 1 


H 


5-Ph-Thi-3 


0 


4-Zb 
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Table 3 fcont) 



Cpd. 
No. 


Rl 


r2 


r3 


X 


Y 


z 


3-61 


Ff 




rl 


1 -Me-^Pyza-3 


0 


4-Zb 




CI 




H 


l-Ph-Pyza-3 


0 


4-Zb 


3-63 






n 


i-ivie-imia-^ 


u 


4-Zo 


3-64 


Et 




H 


UPh-ImiH.? 






3-65 


Et 


(CHoh 


H 


1 •M[e*Imid-4 


0 


4-7h 


3-66 


Et 


(CH-yh 


H 


l-Ph-Imid-4 


0 


4-7h 


3-67 


Et 


(CHoh 


H 


Oxa-4 






3-68 


Et 




H 


Oxa-5 


0 




3-69 


Et 


(CHoh 


H 




n 


4-7h 


3-70 


Et 


(CH-yh 


II 


2-Ph-Oxa-4 




4-Zb 


3-71 


Et 


(CH9)2 


H 


2-Me-Oxa-5 




4-Zb 


3-72 


Et 


(CHib 


H 


2-Ph.Oxa-5 


0 


4-7h 


3-73 


Et 




H 


4-Me-2-Ph-OxA-S 






3-74 


Et 




H 




n 


4 7K 


3-75 


Et 


(CHob 


H 


Thi2-4 


n 


4-7h 


3-76 


Et 


(CH,), 


H 


Thi2-5 


0 


4.Zb 


3-77 


Et 


(CH9)9 


H 


2-Mc.Thiz-4 


0 


4-Zb 


3-78 


Et 


(CH9)7 


H 


2-Ph.Thi2.4 


0 


4-Zb 


3-79 


Et 


(CH,), 


H 


2.Me-Thiz.5 


0 


4-Zb 


3-80 


Et 




H 


2-Ph-Thi2-5 


0 


4-Zb 
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Tahle 3 fcont.) 
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Tabic 3 (cent 



7 



Cpd. 
No. 


Rl 


R2 


R3 


X 


Y 


z 


3-101 


Et 




H 


2HPrS-Pyr-5 


0 


4-Zh 


3-102 


Et 




H 








3-103 


• Et 


v'-'^'vyy 


H 








3-104 


Et 




H 




n 




3-105 


El 


(CH7)7 


H 




n 




3-106 


Et 




H 


2-PhO-Pvr-5 


o 




3-107 


Et 


(CH7)7 


H 


2-PhS-Pyr-5 


o 


4-7h 


3-108 


Et 


(CH-^h 


H 


2-PhSOo.Pvr.S 


n 




3-109 


Et 


CCH9b 


H 


3-Mc-Pvr-6 


o 




3-no 


Et 


(CH9b 


H 


3-Ph-Pyr-6 


o 


4-7h 


3-111 


Et 


(CH'>)9 


H 


2-Me-Pvr-6 


o 




3-112 


Et 


(CH9)9 


H 


2-Ph-Pyr.6 


0 


4-7b 


3-1 13 


Et 


(CH9)7 


H 


2-Me-Pvm-4 

M ^ m J Jill 1^ 


o 




3-1 14 


Et 


(CHjh 


H 


2-Ph-Pvm-4 






3-115 


Et 




H 

Am 


-^-jvicL/-! ym-*i 


o 


4-Zb 


3-116 


Et 


(CH,), 


H 


2-ElO-Pym-4 


0 


4-Zb 


3-1 17 


Et 


(CHoh 


H 


2-iPrO-Pvm-4 


0 


4-Zb 


3-118 


Et 


(CH?)? 


H 


2.McS-Pym-4 


0 


4-Zb 


3-119 


Et 


(CH,), 


H 


2-ElS-Pvm-4 


o 


4-Zb 


3-120 


Et 




H 


2-iPrS-Pym-4 ) 


0 


4-Zb 
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Table 3 fcont.) 



Cpd. 

INO. 




1 r2 

1 




X 


Y 


z 




Et 


(CH?)? 


H 


6-MeS-Pvm-4 


O 


4.2b 


3-122 


Et 


(CH?)? 


H 


6-EtS-Pym-4 


O 


4-Zb 


3-123 


Et 


(CH9b 


H 


6-iPrS-Pvm-4 


o 


4-Zb 


3-124 


Et 


(CH7b 


H 


2-PhS-Pvm-4 


o 


4-Zb 


1 IOC 


Et 


(CH?)? _ 


H 


2-MeSO,-Pyra-4 


o 


4-Zb 


J- 1 ZD 


Et 


(CH?)? 


H 


2-EtSOTPYm-4 


0 


4-Zb 


J- 1 Z / 


bt 


(CH7)7 


H . 


2-iPrS09-PYm-4 


o 


4.Zb 


J" ixo 


ct 


(CH?)? 


H 


2-PhSO,-Pym-4 


o 


4-Zb 


1 ZV 


ht 


(CH?)? 


H 


2.Me-Pvm-5 


o 


4.Zb 


J- 1 JU 


fct 


1 (CHoh 


H 


2-Ph.Pvm.5 


o 


4-Zb 


"I 111 


Et 


(CH?)? 


H 


2-MeO~Pvm-5 


o 


4-Zb 




Et 


(CH9)7 


H 


2-EtO-Pvm-5 


o 


4.Zb 


J-i3J 


Et 


(CH?)? 


H 


2-iPrO-PYm-5 


o 


4-Zb 


J- 1 J4 


Et 


(CH?)? 


H 


2-MeS-PYm-$ 


o 


4.Zb 


J-135 


Et 


(CH?)? 


H 


2-EtS-Pvm-S 


o 


4-Zb 


3-136 


Et 


— \ ^/ / / _ 


H 




o 


4-2b 


3-137 


Et 


(CH^b 


H 


2-PhS-Pvin-5 


0 


4-Zb 


3-138 


Et 




H 


2-MeSOo-Pvm-S 


0 


4-2b 


3-139 


Et 




H 


2-EtS0,-Pvm:s 


0 


4.2b 


3-140 


Et I 


(CH,b 


H 


2-iPrS09-Pym-5 


o 


4-Zb 
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Table 3 (cont.) 



Cpd. 

No. 




1 r2 • 


j r3 


X 


1 


1 7 


3-141 


Et 


LVP2/2 


LJ 
fl 


^-rnii07-Pym-5 


O 


4-Zb 


3-142 


Et 




n 


ma«2 


o 


4-Zb 


3-143 


Et 




n 


ind-j 


0 


4-Zb 


3-144 


Et 


\^"2/2 .. 


n 


I-iv1e-lnd-2 


0 


4-Zb 


3-145 


Et 




ri 


l-Me-Ind-3 


0 


4-Zb 


3-146 


Et 




14 

n 


Bimid*2 


0 


4-Zb 


3-147 


Et 




H 
n 


ooxa-2 


o 


4-Zb- 


3-148 


Et 


V^"7V7 


H 




0 


4-Zb 


3-149 


Et 








0 


4-Zb 


3-150 


Et 


\^^2J2 






0 


4-Zb 


3-151 


Et , 




n 


Quin-4 


0 


4-Zb 


3-152 


Et 


— SSiT^lJl 


n 


iQuin-1 


0 


4-Zb 


3-153 


Et 


— 


n 


iQuin-3 


0 


4-Zb 


3-154 


Et 




H 

I A 


iQuin-4 


o 


4-Zb 


3-155 


Et 


(CH9)7 


H 


j-ivic\-/'"i n 


/-v 
KJ 


4-Zb 


3-156 


Et 


(CH?)7 


H 


4-MeO-Ph . 


0 


4-Zb 


3-157 


Et 


(CH?)7 


H 


3.EJ0-Ph 


0 


4-Zb 


3-158 


Et 




H 


4-ElO«Ph 


0 


4-Zb 


3-159 


Et 


(CH?)? 


H 


3-iPrO-Ph 


0 


4-Zb 


3-160 


Et 




H 1 


4.iPrO-Ph 


o 


4-Zb 1 
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Tnble 3 (cont.) 



s 


Cpd. 
No. 


Rl 


r2 


1 


" X 


1 ^ 


z 




3-161 


Et 


— \^"2/2 _ 


H 
li 


j-Meo-rn 


o 


4-Zb 


10 


3-162 


Et 




LJ 

n 


4-McS-rn 


O 


4-Zb 




1.1 61 


Fr 




T r 

H 


3-ElS.Ph 


o 


4-Zb 


IS 


J" 1 OH 




(CH^b 


H 


4-EtS-Ph 


o 


4-Zb 




1- 16<? 






H 


3-iPrS-Ph 


o 


4-Zb 




3-166 






M 


4-iPrS-Ph 


o 


4-Zb 


20 


J — 1 u / 






H 


j-MeSO^.Ph 


o 


4-Zb 




3-168 


Et 


(CH-,)7 


H 


%MeS09-Ph 


o 


4-7h 


2S 


3-169 


Et 


(CH7)9 


H 


, 3-EtSOi-Ph 


0 


4-Zb 


3-170 


Ef 


(CH,b 


H 


4-EtS09-Ph 


0 


4-Zb 




3-171 


Et 




H 


a-iPrSO^-Ph 


o 


4-Zb 


30 


3-172 


Et 


(CH?)? 


H 


4-iPrS0-)-Ph 


0 


4.Zb 




3-173 


Et 




H 








3S 










Imid-4)Ph 






3-174 


Et 


(CH2)2 


H 


4-(l-Me- 
Imid-4)Ph 






40 


3-175 


Et 




H 


l-Mc-2-Ph-Imid-4 


o 


4-Zb 




3-176 


Et 


(CH2)2 


H 


1.4-diMe-2-Ph- 
Imid-5 


o 


4-Zb 


46 


3-177 


Et 


(CH2)2 


H 


l,5-diMc-2-Ph- 
rmid-4 


0 


4-Zb 



50 



55 



SI 



. Table 3 (cont.^ 



1 Rl 
No 1 


R2 


R3 1 X 


Y 


z 


.3-178 


Et 




H 


3.4-MHO.Ph 


o 


4-7h 


3-179 


Et 


(CH-yh 


H 


4-(4-MeO.Ph)Ph 


n 




3-180 


Et 


(CH??? 


H 


4-{3.4-MdO-Ph)Ph 


0 


4-Zb 


3-181 


Et 


(CH7)? 


H 


^-fPhSO-jNCMOll'lj 


0 


4.Zb 


3-182 


Et 


(CH2)2 


M 


4-frPvr-3)SO-i- 
N(Mc)]Ph 


0 


4-Zb 


3-183 


Et 


(CH,h 


H 


'l-(PhS02NH)Ph 


o 


4-rb 


3-184 


Et 


(CH2)2 


H 


4-[(Pyr-3)S02- 
NHJPh 


0 


4-Zb 


3-185 


Et 


(CH^b 


H 


4-f(Pvr-2)SO->lPh 


0 


4-Zb 


3-186 


Et 




H 


4-fCPvr-3)SO-ilPh 


o 


4-Zb 


3-187 


Et 


(CH2)2 


H 


4-[(Pyr-2)S02- 
N(Mc)lPh 


0 


4-Zb 


3-188 


Et 


(CH2)2 


H 


4-[(Pyr-2)S02- 
NHlPh 


0 


4-Zb 


3-189 


Et 


(CH^b 


H 


4-{4-Me-Ph)Ph 


o 


4-Zb 


3-190 


Et 


(CH9b 


H 


4-(4-F-Ph)Ph 


O j 4-Zb 


3-191 


Et 


(CH7)7 


11 


4-(4-CFvPh)Ph 


O ! 4-Zb 


3-192 


Et 


(CH2)2 


H 


2-[4-Mc-PhS02- 
iN^mc^j-i yr-j 


t 

0 


4-Zb 


3-193 


Et 


(CHoh 


H 


2-HO-Pvr-5 


0 


4-Zb 


3-194 


Et 


(CH9b 


H 


2-B20-Pvr-5 


0 


4-Zb 


3-195 


Et 


(CHib 


II 


4-[(Pyr-4)S^->lPh 


o 


4-Zb . 
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Tabic 3 fcont ) 



5 


Cpd. 
No 


R« 


r2 


r3 


X 


Y 


z 




3-196 


Et 


(CHob 


H 


4-(2,4.diMeO.Ph)Ph 


0 


4-Zb 


id 


3-197 


Et 


(CH?)? 


H 


4-(2.5-diMcO-Ph)Ph 


0 


4-Zb 




3-198 


Et 


(CHoh 


H 


3-HO-Ph 


0 


4-Zb 


15 


3-1 99 


Et 


(CH,b 


H 


4.H0-Ph 


0 


4-Zb 




3-200 


Et 


(CH2)2 


H 


5-ACO-2-HO.3.4.6- 
triMe-Ph 


0 


4-Zb 




3-201 


Et 


(CH7)? 


H 


4-HO-3.5.diMe-Ph 


0 


4.Zb 




3-202 


Et 


(CH7)? 


H 


3-AcO-Ph 


0 


4.Zb 


9C 


3-203 


Et 


(Clhh 


H 


4-AcO-Ph 


0 


4-Zb 



30 



J5 



40 



4S 



SO 
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Table 4 (cant.) 



Cpd. 
No 


Rl 


r2 


r3 


X 


Y 


2 


4-21 




iPr 


(CHoh 




4-PhS-Ph. 


0 


4-2b 


4-22 




iPr 




H 


• • 

3-PhS09-Ph 


O 


4-Zb 


4-23 




iPr 


(CH9h 


H 


4-PhS07-Ph 


0 


4-Zb 


4-24 




iPr 


(Clhh 


' II 


3-(Imid-l)Ph 


0 


4.2b 


4-25 




iPr 


(CHoh 


H 


4-(Iniid.l)Ph 


0 


4-Zb 


4-26 




Pr 


(CH?)? . 


H 


3-([mid-4)Ph 


0 


4-Zb 


4-27 




Pr 


(Clhh 


M 


4-(Imid-4)Ph 


o 


4-Zb 


4-28 




Pr 


(CUjh 


H 


3-(Fur-2)Ph 


0 


4.2b 


4-29 




Pr 


(CH?)o 


H 


4-(Fur.2)Ph 


0 


4.Zb 


4-30 




Pr 


(CHob 


H 


3-CThi-2)Ph 


0 


4.2b 1 


4-1 1 




Pr 


(CH?)7 . 


H 


4-(Thi-2)Ph 


0 


4-2b 


4-32 


i 




(CH,b 


H 


3-(Thi-3)Ph 


0 


4.Zb 


4-33 . 


jPr 


(CH?b 


H 


4.(ThiO)Ph 


0 


4-2b 


4-34 


iPr 


(Clbh 


H 


3-(Pvr-2)Ph 


0 


4-Zb 


4-3S 


iPr 


(CH.), 


H 


4-(Pyr-2)Ph 


0 


4-2b 


4-36 


iPr 


(CH^b 


H 


3-rPYr-3)Ph 


0 


4.2b 


4-37 


iPr 


(CH7)? 


H 


4-fPvr.3)Ph 


o 


4.2b 


4-38 


iPr 


(CH,b 


H 


3-(Pyr.4)Ph 


0 


4-Zb 


4-39 


iPr 


(CH,b 


H 


4-(Pyr-4)Ph 


0 


4.2b 


•4-40 


jPr 


(CH-?b 


H, 


3-(Oxa-2)Ph 


0 


4-2b 
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Tnbic 4 fcont,) 



Cpd. 
i>o. 




R2 I r3 


Y 


Y 


z 


4-41 


iPr 




H 


4-(Oxa-2)PJi 


0 


4.Zb 


4-42 


iPr 


(Clb), 


H 


3-(Oxa-4)Ph 


0 


4-Zb 


4-43 


iPr 


(CH,), 


II 


4.(Oxa-4)Ph 


o 


4-7b 


4-44 


iPr 


(CH7)7 


n 


3-(Oxa-3)Ph 


0 


4-Zb 




ir r 




H 


4-(Oxa-5)Ph 


0 


4-Zb 


4-46 


iPr 




11 


J-(Thi7.-2)Ph 


0 


4-Zb 


4-47 


iPr 


(CH,)7 


H 


4-( 1 niz-2)Pn 


o 


4-Zb 


4-48 


iPr 


1CH7)7 


H 


J-( I nlZ-4)rn 


o 


4-Zb 


4-49 


iPr 


(CH?)7 


H 


I niz-4)rn 


0 


4-Zb 


4-50 


iPr 


(CH?)? 


H 


niz- jji'n 


0 


4-Zb 


4-51 


iPr 


(CH,)7 


H 


H-( 1 niz-5)Pn 


0 


4.Zb 


4-52 


iPr 


(cn?)? 


II 


1 -Mc-Pyrr-2 


0 


4.Zb 


4-53 


iPr 


(CH7)2_ 


H 


I-Ph-Pyrr-2 


0 


4.Zb 


4-54 


iPr 


(CH^h 


H 


inn ^ 

l-Bz-Pyrr-2 


0 


4.Zb 


4-55 


iPr 


(CH7b 


H 


j-Me-rui-2 


o 


4-Zb 


4-56 


iPr 


(CH,b 


H 


S.Ph-Fur-2 


0 


4.Zb 


4-57 


iPr 


(CH,), 


H 


5-Mc-Thi-2 


0 


4-Zb 


4-58 


iPr 


(CH7b 


M 


5-Ph-Thi-2 


0 


4.Zb 


4-59 


iPr 


(CH,b 


H 


5-Me-Thi-3 


o 


4-Zb 


4-60 


iPr 


(CH?)? 


H 


5-Ph-Thi-3 


0 


4.Zb 
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Table 4 fconM 



1 Cpd. 
No 


1. ^' 


R2 


r3 


X 


Y 
1 


•7 




Iri 


(Clb)-) 


II 


l-Mc-PYEa-3 


0 


4.Zb 


1 A AO 


iPr 


(CH9b 


H 


l.Ph.P^a.3 


p 


4.Zb 


1 J.fil 


tDr 


(CH?)7 


H 


l-Me-Imid.2 


0 


4-Zb 


1 4-64 


iPr 
• •I 




I f 

H 


l-Ph-Imid-2 


0 


4-Zb 


4-65 


iPr 




r f 
11 


l*Me«Imid-4 


0 


4.Zb 


1 4-66 


iPr 
III 




H 


l-Ph-Imid-4 


0 


4-Zb 


1 4-67 


iPr 




H 


Oxa-4 


0 


4-Zb 


1 4-6R 


iPr 

Ir r 




H 


Oxa-5 


0 


4-Zb 




iPr 




H 


2-Me-Oxa-4 


0 


4.Zb 


1 4-70 


Irr 


(CH7)7 


H 


2-Ph>Qxa-4 


0 


4-Zh 


I d-7I 


Irr 


(CH7)7 


H 


2-Me-Oxa-S 


0 


4.Zb 


1 a.TO 


iPr 




H 


2.Ph-Oxa-5 


0 


4-Zb 


1 4-7^ 


irr 




H 


4-Me-2.Ph-Oxa-5 


0 


4-Zb 


1 4-7J 


irr 


(CH9)7 


H 


5-Me-2-Ph-Oxa.4 


0 


4.Zb 


4.75 


iPr 


(CHoh 


H 


Thi7-4 


r\ 
U 


4-Zb 


1 4-76 


iPr 


(CH->b 


H 


Thiz-5 


0 


4.Zb 


4-77 


iPr 


(CH7)-) 


H 


2-Me-Thi2-4 


0 


4-Zb 


4-78 


iPr 


(CH?)7 


H 


2-Ph-Thi2-4 


0 


4-Zb 


4-79 


iPr 


(CHob 


H 


"Me-Thiz-S 


0 


4-Zb 


1 4-80 


iPr 


(CH,b 


H 


2.Ph-Thiz-5 


0 


4-Zb 
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Table 4 rcont.) 



Cpd. 

INO. 


Rl 


r2 


IV. 


X 


Y 


z 


4-81 


iPr 




il 


4-Mc.2-Ph-Thiz.5 


0 


4-Zb 


4-R2 


iPr 


(CH?)? 


H 


5-Me-2-Ph-Thiz-4 


O 


4-Zb 


4-83 


iPr 


(CH7)7 


li 


1 -Mc-Pyza-4 


0 


4-Zb 


4-S4 


iPr 


(cn?h 


II 


l-Ph-Py^a-4 


0 


4-Zb 


4-85 


iPr 




H 


2-Me-Isox-4 


o 


4-Zb 


4-86 


iPr 


(CH?)? 


H 


2-Ph-Isox-4 


0 


4-Zb 


4-87 


iPr 


fcn?)? 


H 


Pyr-2 


o 


4-Zb 


4-88 


iPr 


(CH7)9 


H 


Pyr-3 


o 


4-Zb 


4-89 


iPr 


(CH,b 


H 


Pvr-4 


0 


4-Zb 




iPr 


(CH,), 


H 


3-Mc-Pvr-5 


0 


•i-Zb 


4-91 


iPr 


(CH,h 


H 


3-El.Pvr-5 


o 


4-Zb 


4-92 


iPr 


(CH?)? 


H 


3-Ph-Pyr-5 


0 


4-Zb 


4-93 


iPr 


(CFI?)7 


H 


2-Me-Pyr.5 


0 


4-Zb 


4-94 


iPr 




H 


2-Et-Pvr-5 


0 


4-Zb 


-1-95 


iPr 


(CH?)? 


H 


2-Ph-Pyr-5 


0 


4-Zb 


4-96 


■ Pr 


(CH,), 


H 


2-McO-Pyr-5 


o 


4-Zb 


4-97 


iPr 


(CH?)? 


H 


2-EtO-Pyr-5 


o 


4-Zb 


4-98 


iPr 


(CH7)7 


H 


2-iPrO-Pyr-5 


o 


4.Zb 


4-99 


iPr 


(CH?)? 


H 


2.MeS-Pyr-5 


0 


4.Zb 


4-100 


iPr 


(CH?)? 


H 


2.EtS-Pvr-3 


0 


4-Zb 
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Tabic 4 fcont.) 




so 
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Table 4 fcnnf ) 



5 


Cpd. 
No. 


1 R' 


1 R2 


R3 


Y 


1 


1 






Irf 


/Of T \ 


II 


^6-McS>Pym-4 


Q 


4-Zb 






iPr 


(CH7)7 


H 


6-EtS-Pym.4 


O 


4-Zb 






iPr 




H 


6-iPrS-Pym'4 


o 


4-Zb 


If 




iPr 


(CH7)7 


H 


2-PhS-Pym-4 


0 


4-2b 






iri 


(CH9)9 


H 


2>MeS07-Pym-4 


0 


4-Zb 




4-126 


iPr 




H 


2-EtSO->.pym-4 


o 


4-Zb 


SO 


4-127 


iPr 




H 


2-iPrS07.Pym.4 


o 


4-Zb 




4-128 


iPr 




LI 

rl 


2-PhSO:)-Pym-4 


0 


4-Zb 


:s 


4-129 


iPr 




r * 

H 


2-Me-Pym-5 


0 


4-Zb 




4-130 


iPr 

II r 




(I 


2-Ph-Pym-5 


0 


4-Zb 




4-11 1 


■ Dr 

irr 




II 


2-MeO-Pym-5 


0 


4-Zb 


30 


4 1 

- 1 J z 


iPr 




H 


2-EtO-Pym-5 


0 


4-Zb 






iPr 


(CH^h 


II 


2.iPrO-Pym-5 


0 


4-Zb 




4-1 Til 


iPr 


(CH7):> 


H 


2-McS-PYm-5 


0 


4-Zb 




4-135 


Irr 


(CH^b 


H 


2-I£tS-Pvm-5 


0 


4-Zb 




4-136 


iPr 


(CH^b 


M 


2-iFVS-Pvm-S 

jiikj •yiii — J 1 


o 1 
^ 1 


A "71- 1 

4-Zb 1 




4-137 


iPr 




H 


2-PhS-Pvm-5 


0 


4-Zb 




4-138 


iPr 


(CH?)? . 


H 


2-McS07-Pym-5 


0 


4-Zb 


4S 


4-139 


iPr 


(CH?)? . 


H 


2-E(S09-Pvm-5 


0 


4-Zb 




4.M0 


jPr 


(CHob 


H 


S-jPrSO^-Pym-S | 


o 1 


4-Zb 1 
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Table 4 frnm ) 









No 








X 


1 V 

! Y 


z 


•I-I4I 


iPr 




LI 

M 


2-PhS07-PYm-5 


0 


4-Zb 1 


4.N2 


iPr 




If 

H 


lnd-2 


0 


4.7.h 


4-143 


iPr 




u 

n 


Ind-3 


0 


4-Zb 


4.M4 


iPr 




Ll 

H 


l -Me Ind-2 


0 


4-Zb 


4-145 


il'r 




11 


l-Mc-Ind-3 


0 


4-Zb 


4-146 


iPr 


v^ ' *^ }? 


11 


Bimid-2 


o 


4-Zb 


4-147 


iPr 


(CH^b 


H 


Boxa-2 


o 


4.Zb 


4-148 


iPr 


(CH'?)7 


H 


Dthiz-2 


o 


4-Zb 


4-149 


iPr 




H 


Ouin-2 


o 


4-Zb 


4-150 




iPr 




H 1 Ouin-1 


0 1 


4-Zb 1 


4-151 




iPr 




H 


Quin-4 


0 


4-Zb 1 


4-152 




iPr 




H 


iOuin-1 


0 


4-Zb 


4-i53 




[Pr 




H 


jQuin-3 


0 


4.Zb 


4-154 




Pr 


(CH7)7 


H 


iOuin-4 


o 


4-Zb 


4-155 




Pr 


(CH7)o 


H 


3.MeO.Ph 




4.Z.b 


4-156 




Pr 




H 


4-MeO-Ph 


u 1 
0 


4-Zb 


4-157 




Pr 


(CH,)-, 


H 


3-EiO-Ph 


0 


4.Zb 


4-158 


iPr 


(CH,b 


H 


4-EtO.Ph 


o 


4-Zb 


4-159 


iPr 


(CH?)7 _ 


H 


3-iPrO-Ph f 


o 


4-Zb 


1 4-160 


iPr 


(CH->)-> 


H 


4-iPrO-Ph 


0 1 


4.2b 1 
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1 nhic 4 fcnnt.) 



1 Cpd" 

1 Kn 


Rl 


r2 


r3 


1 ^ 


Y 


1 ^ 


1 M- 1 O 1 




(CIbb 


H 


3-MeS-Ph 


0 


l_4.Zb 




iPr 


(CHoh 


H 


4-McS-Ph 


0 


4-Zb 


4-163 


iPr 


(CH?)? 


H 


3-EtS-Ph 


0 


4-Zb 


4- 1 64 


iPr 




H 


4-ElS-Ph 


0 


4-Zb 


4-165 


iPr 




H 


3-iPrS-Ph 


0 


4-Zb 


4-166 


iPr 


(CHob 


* H 


4-jPrS-Ph 


o 


4.Zb 




iPr 


(CH7h 


H 


3-McS0->-Ph 


0 




1 A 1 AQ 
1 M-lOo 


iPr 


(CH?)? 


H 


4.McS0-)-Ph 


0 


4.Zb 1 
4-Zb 


1 U.I^Q 
1 1 


irr 


(CH?)? 


H 


3-EtS0')-Ph 


o 


4-Zb 


1 4- I 7n 


Irr 


(CH-j)-) 


H 


4-EtS09-Ph 


o 


4-Zb 


1 4-171 


iPr 


(Clhh 


11 


3-iPrS09-Pli 


0 


4-Zb 


4-172 


iPr 


(CH,h 


H 


'l-iPrSO^-Ph 


0 


4-Zb 


4-173 


iPr 


(CH?)? 


H 


3-(l-Mc-Imid-4)Ph 


0 


4-Zb 


4-174 


iPr 




ft 


4-(l-Mc-Imid-4)Ph 


o 


4-7h 


4-175 


iPr 




H 


i-ivie-2-i'n-lmia-4 


0 


4-Zb 


4-176 


iPr 


(CH2)2 


H 


r,4-diMe-2-Ph- 
Iinid-5 


0 


4-Zb 


4-177 


iPr 


(CH2)2 


H 


l.5-diMe-2-Ph. 
Imid-4 


0 


4.Zb 


4-178 


iPr 


(CH?)? . 


H 


3.4-MdO-Ph 


0 


4.Zb 


4.179 


iPr 


(CH^b 


H 


4-(4-MeO-Ph)Ph 


0 1 


4.Zb 1 
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Table 4 fcont ) 



1 Cpd. 
No 


R> 


R2 


r3 


X 


Y 2 


4-180 


iPr 




If 


4-(.1.4.MdO-Ph)Ph 


1 ■ n 


4-Zb 


4-lSl 


iPr 


(CH2)2 


H 


4-[PhS02- 
N(Me)]Ph 


1 

O 


4-Zb 


4-182 


iPr 


CLH2)2 




NfMe)]Ph 


1 O 


4-Zb 


4-183 


tPr 




H 


4-{PhS0-)NH)Ph 


1 r\ 
U 


4-Zb . 


4-184 


iPr 


(CH2)2 


II 


4-[(Pyr-3)S02- 
NH]Ph 


u 


4-Zb 


4-I8S 


iPr 

It 1 




H 


4-r(Pvr-2)S07]Ph 


0 


4-Zb 


4-186 


iPr 




r 1 

H 


4-r(Pyr-3)SO-)lPh 


o 


4-Zb 


4-187 


iPr 




H 


N(Mc)1Ph 


0 


4.Zb 




■ Ur 


(CH2)2 


II 


4-((Pyr-2)S02- 
NHlPh i 


0 


4.Zb 


4-189 


iPr 


(CH,), 


H 


4-(4-Me-Ph)Ph 


o 


4-Zb 


4-l«J0 


iPr 




H 


4-(4-F-Ph)Ph 


o 


4-Zb 


4.191 


IPr 


(CH7)7 


H 


4-(4-CFTph)Ph 


o 


4.Zb 


4-192 


iPr 


(CH2)2 


H 


2-(4-Me-PhS02- 1 
N(Me)l-Pvr.5 


0 


4-Zb 


4-193 


iPr 




H 


2-HO-Pyr.5 


0 


4.Zb 


4-194 


iPr 


(CH,), 


H 


2-B20-Pyr-5 


0 


4-Zb 


4-195 


jPr 1 


(CH?)? 


H 


4-[(Pyr.4)SO')]Ph 


0 


4-Zb 
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Table 4 (cont.) 



Cpd 

No. 




r2 


r3 


V 


V 


7 
£^ 


4-196 


iPr 


(CH2)2 


H. 


A If A AlKA^n 
•1 - ^ Z , - a 1 ivl cl-F r 

Ph)ph 


0 


4-Zb 


4-197 


iPr 


(CH2)2 


H 


Ph)Ph 


o 


4-Zb 


4-198 


iPr 




H 


3-HO-Ph 


o 


4.Zb 


4-199 


iPr 




H 


4-HO-Ph 


o 


4-Zb 


4-200 


iPr 


(CH2)2 


H 


5-AcO-2-HO- 
3,4,6-triMe-Ph 


0 


4-Zb 


4-201 


iPr 


(CHjh 


H 


4-HO-3.5-tliMe-Ph 


0 


4-Zb 


4-202 


iPr 


(CH,), 


H 


3-AcO-Ph 


o 


4-Zb 


4-203 


iPr 


(CH,b 


H 


4-AcO-Ph 


0 


4.Zb 
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Tabic S 



Cpd. 

i^U . 


Rl 


r2 


r3 


y 


Y 


1 


5-1 


H 




H 


. Ph 


0 


4-Zc 


5-2 


H 


(CH9b 


H 


Np-l 


0 


4.Zc 


5-3 


H 


(C"?)? 


H 


Np-2 


o 


4-Zc 


5-4 


H 


(CH?)? 


H 


4-Me-Ph 


0 


4-Zc 


5-5 


H 


(CH'.b 


H 


4.Et.Ph 


o 


4-Zc 


5-6 


H 


(CH7b 


H 


3.iPr-Ph 


o 


4-Zc 


^ 5-7 


H 


(CH?)? 


H 


4-iPr.ph 


o 


4-Z& 


5-8 


H 


(CH?)? 


H 


3-iBu.Ph 


o 


4-Zc 


5-9 


H 


(CH?)? 


H 


4-tBu-Ph 


0 


4-Zc 


5-10 


H 


(CH9b 


H 


3-CI-Ph 


o 


4-Zc 


^ 1 t 


T T 
M 


(CH^b 


H 


4-CI-Ph 


o 


4-Zc 


^ 1 0 
J' { z 


If 

H 


(CH?b 


H 


3-Br-Ph 


0 


4-Zc 


J- i J 


1 f 
1 i 


(CH?)? 


H 


4.Br-Ph 


0 


4-Zc 




M 


(CH^b 


H 


3.Ph.Ph 


o 


4.Zc 


5-15 


H 


(CH9)5 


H 


4-Ph-Ph 






5-16 


H 


(CH9)7 


H 


3-Bz-Ph 


0 


4-Zc 


5-17 


H 


(CH^b 


H 


4-Bz-Ph 


0 


4.Zc 


5-18 


H 


(CH,b 


H 


3-PhO-Ph 


0 


4.Zc 


5-19 


H 


(CH,b 


H 


4-PhO-Ph 


0 


4-Zc 


5-20 


H 


(CH?)7 


H 


3.PhS-Ph 


0 


4.Zc 
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Table 5 Icont.l 



Cpd. 

No. 


R I 


•r2 


In 


Y 
yV 


Y 


7 


5-21 


H 


(CH7)7 


H 


4.PhS-Ph 


0 


4.Zc 


5-22 


H 


(CH7)7 


H 


3.PhS0'>-Ph 


0 


4-Zc 


5-23 


H 


(CH,h 


M 


4.phS09-Ph 


o 


4-Zc 


5-24 


H 


(CH->)? 


H 


3.(lmid-l)Ph 


o 


4.Zc 


5-25 


H 




H 


4-aTniH.l)Ph 


0 


4-Zc 


5-26 


H 


(CH,h 


H 


3.{rmid-4)Ph 


0 


4-Zc 


5-27 


H 




H 


4.{Imid-4)Ph 


0 


4-Zp 


5-28 


H 


CCH7), 


H 


3-(Fur-2)Ph 


o 


4-Zc 


5-29 


H 


(Clh)7 


H 


4-(Fur-2)Ph 


0 


4-Zc 


5-30 


H 


(CHfh 


H 


3-{Tni-2)Pn 


u 


**-^C 


5-3 1 


H 


(CH^h 


I T 
It 


A /TU; ')\Dk 


\) 




5-32 


H 


(Clhh 


IJ 

n 


1 /TUl 1\t*i\ 

J-^ i ni-J ji n 


r\ 

\j 




5-33 


H 


(CH2h 


H 


4-{Thi-3)Ph 


o 




5-31 


H 


(CH7)7 


H 


3-(Pyr-2)Ph 


0 


4-Zc 


5-35 


H 


(CH?)9 


H 


4-(Pyr.2)Ph 


0 


4-Zc 


5-36 


w_r 

H 


(CH2)2 


H 




\j 


A 7n 
*»-Z«C 


5-37 


H 


(CH7b 


H 


4-(PYr-3)Ph 


0 


4-Zc 


5-38 


H 




H 


3-(Pyr-4)Ph 


0 


4.Zc 


5-39 


II 


(Clhh 


H 


4-(Pyr.4)Ph 


0 


4-Zc 


5-40 


H 




H 


3.(Oxa-2)Ph 


0 


4-Zc 
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Table 5 fconL) 



Cpd. 
No. 




I r2 


r3 


X 


Y 


J z 


5-41 


H 


(CH-,b 


H 


4-(Oxa-2)Ph 


O 


4.Zc 


5-42 


H 


(CH,b 


H 


3-(Oxa-4)Ph 


O 


4-2c 


5-43 


H 




H 


4-(Oxa-4)Ph 


o 


4-Zc 


5-44 


H 


(CH-,), 


H 


3-(Oxa-5)Ph 


0 


4.Zc 


5-45 


H 


(CHoh 


H 


4-(Oxa.5)Ph 


0 


4-Zc 


5-46 


H 


(CH,b 


• H 


3-(Thiz-2)Ph 


o 


4.Zc 


5-47 


H 


(CH^h 


H 


4.(Thiz-2)Ph 


o 


4-Zc 


5-43 


H 




H 


3.(Thiz-4)Ph 


o 


4-Zc 


5-49 


H 


(CH7)o 


H 


4-(Thi2-4)Ph 


0 


4-Zc 


5-50 


H j 


(CH7)? 


H 


3-(Thiz.5)Ph 


0 


4-Zc 


5-51 


H 




H 


4-(Thi2-5)Ph 


o 


4-Zc 1 


5-52 


H 


(CH,), 


H 


l-Me-Pyrr-2 


o 


4-Zc 


5-53 


H 


(CIbb 


11 


l-Ph-Pvrr-2 


o 


4-Zc 


5.S4 


H 


(CH,), 


H 


I-Bz-Pvrr.2 


0 


4.Zc 


5-55 


H 


(CHjh 


H 


5-Me-Fur-2 


0 • 


4-Zc 


5-56 


H 


(CH,), 


H 


5-Ph-Fur-2 


0 


4-Zc 


5-57 


II 


(CH,), 


H 


5-Me-Thi-2 


o 


4.Zc 


5-SS 


H 


(CH,), 


H 


5.Ph.Thi-2 


0 


4-Zc . 


5-59 


H 


(CH,b 


H 


5-Me-Thi-3 


o 


4-Zc 


5-60 


H 1 


(CH-))-. 1 


H 


5-Ph.Thi-3 


0 


4-Zc 1 
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Table 5 fconf.) 



1 Cpd. 
1 No. 


D 1 


R2 I "* r3 . 


1 
1 


J 


1 


5-61 


H 


(CHob 


H 


NMc-Pyza-J 


O 


4-Zc 


5-62 


H 


(CH,b 


fl 


l-Ph-PvzaO 


O 


4-Zc 


5-63 


H 


(CH?)? 


H 


I-Mc.Imid-2 


o 


4.ZC 


5-64 


H 


(CH,h 


H 


l-Ph-Imid-2 


o 




5-65 


H 


(CH,)7 


H 


l-Mc-Imid-4 


o 


4-Zc 


5-66 


H 


(CHo), 


M 


I-Ph-Imid-4 


o 


4-Zc 


1 ^ A*? 


It 


(CH,b 


H 


Oxa-4 


o 


4-Zc 


1 ->-00 


H 


(CH7)?; , 


H 


Oxa-5 


0 


4-Zc 


1 <k AO 


H 


(CH-)), 


H 


2-Mc-Oxa-4 


0 


4-Zc 


1 ^ 7n 
1 J- /u 


11 


(CH,), 


H 


2-Ph-Oxa-4 


0 


4-Zc 


1 < 7 1 
1 f 


H 


(CM?)7 


11 


2-Mc-Oxa-5 


0 


4-Zc 




H 




H 


2-Ph-Oxa.5 


0 


4-Zc 


< 71 


H 




H 


4-Mc-2-Ph-Oxa-S 


0 


4-Zc 




11 


(CH?), 


H 


5-Me-2-Ph.Oxa-4 


0 


4-Zc 


^ 7< 


H 




H 


Thiz.4 


o 


4-Zc 


5-76 


H 


(CH,b 


il 




0 


4-Zc 


5-77 


H 


(CH7)7 


H 


2-Mc-Tliiz.4 


0 


4-Zc 


5-78 


H 


(CH,), 


\\ 


2-f»h-Thi7.-4 


0 


4-Zc 


5-79 


H 


(CH?)? ... 


M 


2-Mc-Thl2-5 


0 


4-Zc 


5-80 


H 


(CH7)7 


H 


2-Pli-Thi2-5 


0 


4-Zc 
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Tabic 5 (cont.'t 



Cpd. 
No. 


R 1 


1 r2 ' 


D 3 


X 


Y 


z 


5-101 


H 


(CH,h 


H 


2-iPrS-Pyr-5 


0 


4-Zc 


5-102 


H 


(CH7h 


fl 


2-McS09-Pvr-5 


0 


4-Zc 


5-103 


H 


(CH7)7 


H 


2-EtS05-Pyr-5 


0 


4.Zc 


5-104 


H 




H 


2-!PrS07-Pyr-5 


0 


4-Zc 


5-105 


H 


(CH,h 


H 


2-Bz-Pyr-5 


0 


4.Zc 


5-106 


H 


(CH7)7 


H 


2-PhO-Pyr.5 


0 


4-Z9 


5-107 


H 




H 


2.PhS-Pvr-S 


0 


4.ZC 


5-108 


H 


(CH7b 


H 


2-PhS09-Pvr-5 


0 


4-Zc 


5-109 


H 




H 


3-Me-Pyr-6 


0 


4-Zc 


c 1 1 n 


f 1 

H 




H 


3-Ph-Pyr-6 


0 


4.Zc 


C 111 

5-111 


H 


(CH7b 


H 


2-Me-Pyr-6 


0 


4-Zc 


5-112 


H 


(CH7,)7 


H 


2-Ph-Pyr-6 


0 


4-Zc 


5-113 


H 


(CH,b 


H 


2-Mc-Pym-4 


0 


4-Zc 


5-114 


H 


(CH,b 


M 


2-Ph-Pym-4 


0 


4.Zc 


5-115 


H 


(CH,), 


H 


2-MeO-Pym-4 


O 


4.Zc 


^ 1 1 A 

1 1 0 


tl 


(CH->b 


H 


2-ElO-Pym-4 


0 


4-Zc 


5-117 


H 


(CH,b 


H 


2-iPrO-Pym-4 


0 


4-Zc 


5-118 


H 


(CH9b 


H 


2-MeS-Pym-4 


0 


4-Zc 


5-1 19 


H 


(CH:>b 


H 


2-ElS-Pym-4 


O 


4-Zc 


5-120 


H 


(CH7)7 


H 


2-iPrS-Pym-4 


0 


4-Zc 
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Table 5 (cont ) 



Cpd 

No. 


J rJ 


1 r2 




X 


Y 


z 


5-I2I 


H 


(CH,), 


H 


6-MeS-Pym-4 


O 


4-Zc 


5-122 


H 




H 


6.ElS-Pym-4 


O 


4-Zc 


5-123 


H 




H 


6-iPrS-Pym-4 


0 


4-Zc 


5-12-1 


H 


(Clhh 


H 


2-PhS-PYm-4 


0 


4-Zc 


5-125 


H 




H 


2-MeSO'>-Pym-4 


0 


4-Zc 


5-126 


H 


(CH?)? 


H 


2.EtS07-Pvm-4 


0 


4-Zc 


5-127 


II 


(Clhh 


H 


2-iPrSO?-Pvm-4 


0 


4-Zc 


5-128 


H 




H 


2-PhS09-Pyin.4 


0 


4-Zc 


5-129 


H 


(CH,h 


H 


2-Me-Pym-5 


0 


4.2c 


5-130 


H 


(CHoh 


H 


2-Ph-Pym-5 


O 


4-Zc 


5-131 


H 


(CH,h 


H 


2-MeO.Pym-5 


0 


4-Zc 


5-132 


H 


(CH,)-, 


H 


2-Etb-Pvm-5 


p 


4-Zc 


5-133 


H 


(CHoh 


¥ 


2-iPrO-PYm-5 


0 


4.Zc 


5-134 


H 


(CH7h 


H 


2-MeS-Pvm-5 


0 


4-Zc 


5-135 


H 


CCH,), 


H 


2-ElS-Pvm-5 


0 


4-Zc 


5-136 


H 


(CH9b 


H 


2-iPrS-Pvm-5 


0 


4-Zc 


5-137 


H 


(CH,b 


H 


2-PhS-Pvm-5 


0 


4-Zc 


5-138 


H 


(Chhh 


H 


2-MeSOTPYm-5 


0 


4-Zc 


5-139 


H 




H 


2-EtSO'>-PYm-5 


0 


4-Zc 


5-140 1 


H 


(CH?)-> 1 


II 


2-iPrSO-7-Pvm-5 


0 


4-Zc 1 
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Tabic 5 fcont.) 



Cpd. 
No. 


o 1 


R2 


1 R3 


J X 


Y 


J z 


S-Hl 


H 




H 


2-PhSO,-PYm-5 


O 


4.ZC. 


5-M2 


H 


(CH-))o 


H 


Ind-2 


0 


4-Zc 


I 5-143 


H 




H 


fnd-3 


o 


4.Zc 


1 5-144 


H 


. .., (CH?)? 


H 


l-Mc-lnd.2 


o 


4-Zc 


I 5-145 


H 


(CH,b 


H 


1 !-Mc-rnd-3 


o 


4-Zc 


1 3-M6 


H 




• H 


1 I3imid-2 


o 


4-Zc 


I 3-147 


H 




H 


1 Boxa-2 


Q 


4.Zc 


1 ^ 1^0 


H 


(CH,), 


1 H 


Dthiz-2 


1 0 


4.Zc 


1 s.iao 


H 


(CH?)-> 


H 


Ouin-2 


o 


4-Zc 


1 5-1 SO 


H 


(CH?)? 


H 


Quin-3 


o 


4-Zc 1 


1 5-1 SI 


TJ 

H 




n 


Ouin-4 


0 


•l-Zc 1 




rl 


(CH?)? 


H 


■ iQuin- 1 j 


0 


4.Zc 


5-153 


rl 


(CH?), 


II 


iOuin-3 


0 


l-Zc 


5- 1 sa 


H 


(CH?), 


H 


iOuin-4 


0 


4-Zc 


5-155 


M 


(CH?), 


H 


3-McO.Ph 


0 


4-Zc 


5-156 


H 


(CH?), i 


H 


*»-ivicv^-rn 1 


o 


4-Zc 


, 5-157 


H 


(CH?), 


H 


3-ElO-Ph 


0 


4-Zc 


5-158 


H 


...(CH7)7 


H 


4.E«0-Ph 


0 


4-Zc 


5-159 


H 


(CH?), 


M 


3-iPrO-Ph 


0 


4.7.C 


5-160 


H 


(CH,), 1 


H 1 


4-jPiO.Ph 


0 


4-Zc 1 
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Table 5 (rnnr) 



Cpd. 
No 




r2 


r3 


X 


Y 


v 


S.16I 


H 


(CH,),- 


H 


3-McS-Ph 


0 


4-Zc 


5-162 


H 


(€1-17)7 


H 


4-MeS-Ph 


0 


4-Zc 


5-163 


H 


(CH,), 


H 


3-EtS-Ph 


O 


4.Zc 


5-164 


H 


(Clbh 


H 


4-EtS-Ph 


0 


4-Zc 


5-165 


H 


(CH,), 


H 


3-iPrS.Ph 


0 


4-Zc 


5-166 


H 


(Clhh 


H 


4-iPrS-Ph > 


O 


4-Zc 


5-167 


H 


(CH7)7 


H 


3-McS0'>-Ph 


0 


4-Zc 


5-168 


H 


(CH7)7 


H 


4-McS0->.Ph 


0 


4-Zc 


5-169 


H 




M 


S-EtSO-j-Ph 


0 


4-Zc 


5-170 


H 


(CH7h 


H 


^-EtSO-j-Ph 


0 


4-Zc 


5-171 


H 


(CHfh 


H 


3-iPrSn-)-Ph 


r\ 
\j 


4-Zc 


5-172 


H 




H 


4-iPrSO-7-Ph 


0 


4.Zc 


S 1 71 
J-l / J 


IJ 


(CH2)2 


H 


3-(l-Me- 
Imid-4)Ph 


0 


4-Zc 


5-174 


n 


v.*-"2)2 


H 


4-(l.Mc- 
Imid-4)Ph 


0 


4-2c 


5-175 


H 


(CH2)2 


H 


l-Me-2-Ph. 
Imid-4 


0 


4-Zc 


5-176 


H 


(CH2)2 


H 


1.4-diMe-2-Ph- 
Imid-5 


0 


4-Zc 



73 



EP 0 708 098 A1 



Tahle 5 fcnnt ) 



Cpd. 
No. 




R2 


R3 


X 


Y 


z 


5-177 


H 


(CH2)2 


H 


r.5.diMc-2-Ph- 
Iinid-4 


0 


4-7c 


5-178 


H 


(CH7h 


H 


3.4-MdO-Ph 


o 




5-179 


H 


(CH7)7 


H 


4-(4-MeO-Ph)Ph 


o 


4-Zc 


5-180 


H 


(CH2)2 


H 


4-(J,4-MdO- 
Ph)Ph 


0 


4-Zc 


5-181 


H 


(CH2)2 


H 


4-(PhS02- 

N(Me)lPh 


o 


4-Zc 


5-182 


H 


(CH2)2 


H 


4-|(Pyr-3)S02- 

■N(Mc)lPh 


0 


4-Zc 


5-183 


H 


(CH7)7 


H 


4-(PhS07NH)Ph 


o 


4-Zc 


5-184 


H 


(CH2)2 


H 


4-((Pyr-3)S02- 
NHlPh 


0 


4-Zc 


5-185 


H 


(CH7)7 


H 


4-r(Pyr-2)S07lPh 


0 


4.Zc 


5-186 


H 


(CH?)7 


H 


4-[(Pyr-3)S07lPh 


0 


4-Zc 


5-187 


H 


(CH2)2 


H 


4-((Pyr-2)S02- 
N(Me)lPh 


0 


4-Zc 


5>I88 


H 


(CH2)2 


H 


4-[(Pyr-2)S02- 
NHlPh 


0 


4-Zc 


5-189 


H 


(CH7b 


n 


4-(4-Mc-Ph)Ph 


0 


4-Zc 


5-190 


H 




H 


4-(4-F-Ph)Ph 


0 


4-Zc 


5-191 


H 


(CH7)7 


H 


4.{4-CFvPh)Ph 


0 


4-Zc 
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Table S fcont.) 



Cpd. 
No. 


n 1 




r3 


1 ^ 


Y 


z 


5-192 


H 


(CH2)2 


H 


2-(4-Me-PhS02- 
N(Me))-PYr-5 






5-193 


H 




H 


2-HO-Pvr-S 


u 


4-Zc 


S-194 


H 


(CHih 


H 


i-oiv-r yr-j 


/— k 


4rZc 


5-195 


H 


CCH-7b 


H 




KJ 


A T _ 


5-196 


H 


(CH2)2 


H 


4-{2,4idiMeO- 
Ph)Ph 


0 


4-Zc 


5-197 


H 


(CH2)2 


H 


4-(2.5-diMeO- 
Ph)Ph 


o 


4.Zc 


5-198 


M 


(CH7)7 


H 


3-HO-Ph 


o 


4.7r 


5-199 


H 


(CH?)7 


H 


4-HO-Ph 


0 


4-Zc 


5-200 


H 


(CH2)2 


H 


5.ACO-2-HO- 
3.4.6-triMe-Ph 


0 


4-Zc 


5-201 


H 


(CH2)2 


H 


4-MO-3.5-diMe- 
Ph 


0 


4-2c 


5-202 


H 


(CH,h 


H 


3-AcO-Ph 


o 


4-Zc 


5-203 


H 


(CHoh 


H 


4-AcO-Ph 


o 


4-Zc 
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Tabic 6 



Cpd. 
N'o 


r> 1 
R' 


1 


r3 


X 


Y 


z 


6-1 


Mc 


(Clhh 


H 


Ph 


0 


4-Zc 


6-2 


Mc 


(Chhh 


H 


Np.l 


0 


4.Zc 


6-3 


Me 


(CH?)? 


H 


Np-2 


O 


4-Zc 


6.4 


Me 


(CH7)? 


H 


4-Me-Ph 


O 


4-Zc 


6-5 


Mc 


(CH7)7 


H 


4-El-Ph 


0 


4-Zc 


6-6 


Me 




li 


3-iPr-Ph 


o 


4.Zc 


6-7 


Me 


(CH?)? 


H 


4-iPr-Ph 


o 


4.Zc 


6-R 


Me 


(CH7)7 • 


H 


3-iBu.Ph 


o 


4-Zc 


6-9 


Mc 


(CH?)? 


H 


4-!Du-Ph 


0 


4-Zc 


6-10 


Me 


(CH,), 


H 


3-Cl-Ph 


0 


4-Zc 


6-11 


Mc 


(CIf,b 


H 


4-Cl-Ph 


o 


4-Zc 


6-12 


Me 


(CH7)7 


H 


3-Bi-Ph 


0 


4.Zc 


6-J3 


Me 


(CH,), 


H 


4-Br.Ph 


0 


4-Zc 


6-14 


Me 


(CH,), 


H 


3-Ph-Ph 


0 


4-Zc 


6-15 


Me 


(CH?)7 


H 


4-Ph-Ph 


0 


4-Zc 


6-16 


Mc 


(CH,), 


H 


3-B7-Ph 


0 


4-Zc 


6-17 


Mc 


(CH,), 


H 


4-nz-Ph 


o 


4-Zc 


6-18 


Me 


(CH?)? 


H 


3-PhO-Ph 


0 


4-Zc 


6-19 


Me 


(CH?)? 


H 


4-PhO.Ph 


o 


4-Zc 


6-20 


Mc 


(CH,), 


H 


3-PhS-Ph 


o 


4-Zc 
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Table 6 (cant.) 



5 


1 Cpd. 
No. 




I R2 


r3 


X 


Y 


I ^ 




6-21 


Me 


(CH?)?. 


H 


4-PhS-Ph 


0 


4-Zc 


10 


6-22 


Me 


(CH7)? 


H 


3-PhSO-7-Ph 


0 


4-Zc 




6-23 


Mc 


(Clhh 


H 


4-PhS07-Ph 


o 


4-Zc 




6-24 


Mc 


(CH?h , 


H 


3-(Imid-l)Ph 


0 


' 4-Zc 




6-23 


Mc 


(CH-^h 


H 


4-(lmid-l)Ph 


o 


4.Zc 




6-26 


Me 




H 


3-(Imid.4)Ph 


0 


4.Zc 




6-27 


Mc 


(CH-,), 


■ H 


4-(Imid-4)Ph 


0 


4-Zc 




6-2S 


Mc 


(CH7)? 


H 


3-(Fur-2)Ph 


0 


1 4-Zc 




' 6-29 1 


Me 


(CH-))-) 


11 


4-(Fur-2)Ph 


0 


4-Zc 




6-30 


Me 




H 


3-(Thi.2)Ph j 


0 1 


4-Zc 




6-31 


Mc 


(CH-)h 


H 


4-(Thi-2)Ph 


0 


4-Zc 


JO 1 


... 6-32 


Me 


(CH?)7. 


H 


3-(Thi-3)Ph 


o 


4-Zc 




6-33 


Me 


(CH7)o 


H 


4-(Thi-3)Ph 


0 


4.Zc 




604 


Mc 


(CH,h 




3-(Pyr-2)Ph 


0 


4.Zc 




6-35 


Mc 




H 


4-(Pyr-2)Ph 


0 


4.Zc 




6-36 


ivie 1 




H 


3-(Pvr-3)Ph 


0 


4-Zc 


•to I 


6-37 


Me 




H 


4-(Pyr-3)Ph 


0 


4-Zc 




6-38 


Mc 


(CM-)b 


11 


3-(Pyr-4)Ph 


0 


4-Zc 




6-39 


Mc 


(CH,), 


H 


4-(PyM)Ph 


0 


4-Zc 


45 


6-40 1 


Mc 1 


(cn?)7 


H 


3-(0.xa-2)Pli 1 


0 1 


4.Zc 
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Tsihic 6 fcont.) 



Cpd. 
No. 


Rl 


R2 


r3 

IX 


y 


Y 


7 


6-41 


Mc 


(CM,), 


II 


4-(Oxa-2)Ph 


0 


a-Zc 


6-42 


Me 


(CH7), 


11 


3-(Oxa-4)Ph 


0 


4-Zc 


6-43 


Me 


CCH,), 


H 


4-(Oxn-4)I'h 


0 


4-Zc 


6-M 


Me 


(CH,b 


H 


3.(Oxa-5)Ph 


0 


4-Zc 


6-45 


Mc 


(CH7)7 


n 


4.(Oxa-5)Pli 


0 


4-Zc 


6-46 


Me 


(CM?)? 


II 


3-(Thi2-2)Ph 


0 


4-Zc 


6-47 


Me 


(CH7)7 


n 


4-(Tliiz-2)Ph 


0 


4-Zc 


6-48 


Me 




H 


3-(Thiz-4)Ph 


0 


4-Zc 


6-49 


Mc 


(Cll7h 


II 


4-(Tliiz-4)Ph 


0 


4-Zc 


6-50 


Me 


(CH7h 


. H 


3-(Tliiz-5)Ph 


0 


4-Zc 


6-51 


Mc 


(Clbh 


li 


<l-(Tlii/-5)Ph 


0 


4-Zc 


6-52 


Mc 


(CH7)7 


M 


l-Mf-Pyrr-2 


0 


4-Zc 


6-53 


Me 


(Clhh 


11 


l-Ph-Pyrr-2 


0 


4-Zc 


6-54 


Me 


(CIb)9 


H 


l-U7.-ryrr-2 


0 


4-Zc 


6-55 


Me 


(CH?)? 


H 


5-Mc-I-ur-2 


'0 


4-Zc 




Mo 
IVIC 




1 1 
1 1 


5-rh-rur-2 


v) 


4-Zc 


6-57 


Mc 




w 


5-Mc-Tlii-2 


0 


4.Zc 


6-58 


Me 




H 


5-Pli-Thi-2 


0 


4-Zc . 


6-59 


Me 


(CH?)? 


M 


5-Me-Thi-3 


0 


4-Zc 


6-60 


Mc 




II 


5-Ph-Thi-3 


0 


4-Zc 



78 



EP 0 708 098 A1 
Tabic 6 (cont.) 



Cpd. 
No. 




r2 


R3 


1 ^ 


Y 


z 


6-6] 


Me 


_ (CH9)9 


n 


1 I-Me-Pvza-3 


\j 


1 4-Zc 


6-62 


Me 




H 


1 -Ph-PvzaO 

1 ■ « fi t F a aft J 


r\ 


4-Zc 


6-63 


Me 


CCH,), 


H 


l-Me-Imid-2 


n 


4-Zc 


6-64 


Mc 


(CHih 


H 


l-Ph-Imid-'> 


r\ 


4-Zc 


6-65 


Me 


(CH-,h 


H 


1 ] -Mc*]fTiid-4 


r\ 


4-Zc 


6-66 


Me 




H 


1 l-Ph-Fmid-4 


o 


4-Zc 


6-67 


Me 


(CHo)7 


H 


Oxa-4 


o 




6-68 


Me 




H 


Oxa-5 


0 


*4-Z,C 
4.7r 


6-69 


Me 




H 


2.Mc.0xa^ 


0 


4.7r 


6-70 


Mc 


(Clbh 


M 


2-Pli-Oxa-4 


0 




6.71 


Me 




H 


2-Me-Oxa-5 


0 


•f-/-C 


6.72 


Me 


(Clhh 


H 


2-Pli-Oxa-5 


n 


•«-ZC 


6-73 


Me 


(Clhh 


H 


4-Me-2-Ph-Oxa-5 




4-Zc 


6-74 


Me 


(CH,b 


H 


5-Mc-2-Ph-Oxa-4 




4-ZC 


6-75 


Mc 


(CH?)7 . 


H 


Thi2.4 


0 


4-Zc 


6-76 


Mc 


(cn?)? . 


II 


Thiz-S 


0 


4-Zc 


6.77 


Mc 


(CH7b 


II 


2-Mc-Thiz-4 


0 


4-Zc 


6-78 


Me 


(CH,b 


H 


2-Ph-Thiz-4 


0 


4-Zc 


6-79 


Mc 


(CH,b 


H 


2.Me-Thiz-5 


0 


4-Zc 


6-80 


Mo 


(abb 


II 


2.Pli.Thiz.5 


0 


4-Zc 
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Tabic 6 fcont-) 



Cpd. 

iNO. 




R2 


r3 


y 


Y 


•7 




Mc 


(CH7)7 


H 


4.Mc.2-Ph-Thiz-5 


0 


4.ZC 


6-82 


Mc 


(CH:,h 


H 


5-Me-2-Ph-Thiz-4 


0 


4.Zc 


6-8J 


Me 


(CH?)? 


H 


1 -'Mc-Pyza-4 


0 


4-Zc 




Mc 


(CH7)7 


H 


l-Ph-Pyza-4 


0 


4-Zc 


/IOC 


Mc 




H 


2-Me-Isox-4 


0 


4.Zc 


o-oO 


Me 


(CI 17)7 


H 


2-Ph-lsox-4 


0 


4-Zc 


6-87 


tvie 




H 


Pyr-2 


0 


4-Zc 


6-88 




l^"7 j? 


H 


Pyr-3 


0 


4-Zc 


6-89 


Mc 




M 


ryr-4 


0 


4-Zc 


6-90 


i>i w 


/pi 


1 1 


3-Mc-»*yr-5 


0 


4-Zc 


6-91 


iVlC 


(CHob 


n 


j'iit-Pyr-5 


0 


4.Zc 




me 


_(CH2)?. 


H 


3-Ph-Pyr-5 


G 


4-Zc 


f\ m 

O- VJ 


MC 


(CH9)7 


H 


2.Mc-Pyr-5 


0 


4-Zc 


A Oil 

o- 


MC 


(CHt,)-) 


H 


2-[:l-Pyr-5 


0 


4-Zc 


6-95 






11 


2-IMi-Pyr-5 


0 


4-Zc 


6-96 


Me 


(CH7)7 


H 


2-McO-Pyr-5 


0 


4-Zc 


6-97 


Mc 


(CIb)9 


II 


2-niO-Pvr-5 


0 


4-Zc 


6-98 


Me 


(CH.b 


H 


2-iPrO-PYr-5 


0 


4-Zc 


6-99 


Me 




H 


2-MeS-Pyr-5 


0 


4-Zc 


6-100 1 Mc 


(CH7b 


II 


2-n(S-Pyr-5 


0 


4-Zc 
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Ta'Jile 6 (conr.) 



' Cpd. 

.No. 


Rl 


r2 


1 


1 ^ 


Y 


7 


6-101 


Me 


(Clhh 


M 
1 1 


O iD«-C C 


O 


4-2c 


6-102 


Me 




H 


VI c o \»/ *> - r y r- 3 


O 


4-Zc 


6-103 


Me 


(CH9)9 


H 




o 


1 4-Zc 


1 6-104 


Me 


iCH-,h 


H 




o 


1 4-Zc 


1 b-IOS 


Mc 


(CH-)h 


H 






4»Zc 


6-106 


Mc 


(Clhh 


H 






4-Zc 


6-107 


Me 


(Clhh 


H 


2-PhS.Pyr.5 




4-Z.C 


6-108 


Me 


(Clhh 1 


H 


2-PhSO->-Pyr.5 


o 




6-109 


Me 


(CH,), j 


H 


3-Mc-Pyr-6 


o 




[ 6-1 10 

6111 


Me 


(Clhh 


H 


3-Ph-Pyr-6 


o 




Mc 


(CHjh 


H 


2-Me-Pyr-6 


v 1 


4-^C 


6-112 


Mc 


(CIbb 1 


li 


2-Ph-Pyr-6 


r\ 1 
u 1 


4-Zc 


6-113 


Me 


(Clhh 


I 1 


-:-lvic-rym-4 


0 


4-Zc 


6-1 14 


Me 


\ /// 


H 
1 1 




O 


4.Zc 


6-1 15 


Me . 


(CHyh 


H 


2.MeO-Pvm-4 


o 1 


4-7r 


6-1 16 


Me 


(CH,h 


H 


2-EtO-Pvm-4 


0 


4-Zc 


6-117 


Mc 




11 


2-jPrQ>Pvm-4 


0 


4-Zc 


6-118 


Me 


(CH,), 


H 


2-MeS.Pvm.4 


0 


4-Zc 


6-119 


Mc 




II 


2-EtS.Pym-4 


0 


4-Zc 


6-120 


Me 


(CH?)9 1 


H 


2>jPrS-Pym-4 


0 


4-Zc 
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Table 6 fcont.l 



Cpd. 
No. 


n 1 
R' 




RJ 


X 


Y 


2 


rt-12J 


Me 




H 


6-MeS-Pyni-4 


0 


_4-Zc 
4-Zc 


6-122 


Me 


(CU7h 


H 


6-EtS-Pym-4 


0 


6-123 


Me 


(CH7)? 


H 


6 iPrS-Pym-4 


O 


4-Zc 


6-124 


Me 


(CH,)7 


H 


2-PhS-Pym-4 


0 


4-Zc 


6-125 


Me 


(Clb), 


n 


2-McS02-Pym-4 


0 


4.Zc 


6-126 


Mc 


(CH,), 


H 


2-niS02-Pyni-4 


0 


4-Zc 


6-127 


Mc 




H 


2-iPrS07-Pym-4 


0 


4-Zc 


6-128 


Mc 


(CH7h 


H 


2-PhS07-Pym-4 


O 


4-Zc 


6-129 


Me 


(Clhb 


11 


2-Mc-Pym-5 


0 


4-Zc 


6-130 


Mc 


(CH7)5 


II 


2-Ph-Pym-5 


0 


4-Zc. 


6-131 


Me 


(CH,), 


II 


2-McO-Pym-5 


0 


4.Zc 


6-132 


Me 


(CH,), 


H 


2.I:lO-Pym-5 


O 


4.ZC 


6-133 


Mc 




11 


2-iPrO-Pyn)-5 


0 


4.Zc 


6-131 


Me 




H 


2-MeS-Pym-5 


0 


4-Zc 


6-135 


Mc 


(CH7h 


H 


2-ClS-Pym-5 


O 


4-Zc 


6-136 


Me 


(cn7)7 


II 


2-iPiS-Pyin-5 


O 


4-Zc 


6-137 


Me 




11 


2-PhS-Pym-5 


O 


4-Zc 


6-ir>8 


Me 


(CH9)7 


H 


2-McS07-Pym-5 


O 


4-Zc 


6-139 


Me 


(CH7b 


H 


2-EtS07-Pym-5 


O 


4-Zc 


6- MO 


Me 


(Clb)7 


11 


2-iPrS02-Pym-5 


0 


4-Zc 
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Tahle 6 (cont,) 



Cpd 

Nn 




d2 


• 


X 


Y 


z 


6-141 


Me 


(CH?b 


H 


2.PhS09-Pym.5 


0 


4.7.C 


6-142 


Me 


(CH,), 


H 


lnd.2 


O 


4-Zc 


6-143 


Me 


(CH,), 


• H 


Ind-3 


O 


4-Zc 


6-144 


Me 


(CH,), 


H 


l-Me-Ind-2 


0 


4-Zc 


6-145 


Mc 


(CH7)? 


H 


NMc-Ind.3 


0 


4-Zc 


6-146 


Me 


(CH7)? 


H 


Bimid-2 


0 


4-Zc 


6-147 


Me 


(CH,b 


H 


noxa-2 


o 


4.Zc 


6-148 


Me 


(CH7)7 


H 


Bthiz.2 


0 


4.Zc 


6-149 


Mc 


(CH2)-> 


H 


Ouin-2 


0 


4-Zc 


6-150 


Mc 


(CH2)7 


H 


Ouin-3 


o 


4-Zc 


6-151 


Mc 


(CH2), 


H 


Quin-4 


0 


4-Zc 


6-152 


Mc 


(CII2)7 


n 


iQuin-l 


0 


4-Zc 


6-153 


Mc 


(CH7h 


H 


iOuin-3 


0 


4.Zc 


6-154 


Me 


(CH,), 


11 


iOuin-4 


o 


4-Zc 




ivie 


(CH7)7 


11 


3-MeO-Ph 


o 


4-Zc 


6-1S6 


Mc 


(CH7)7 


H 


4.McO-Ph 


0 


4-Zc 


6-157 


Me 


(Clh), 


M 


3-niO-Ph 


0 


4-Zc 


6-158 


Me 


(CH7h 


H 


4-EtO-Ph 


o 


4-Zc 


6-159 


Me 




H 


. 3-iPrO-Ph 


o 


4-Zc 


6-1^6 


Mc 


(CH,), 


H 


i 4-iPrO-Ph 1 O 


4-Zc 
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Table 6 fcont.) 



Cpd. 
No. 


r1 


r2 


r3 


X 


Y 


2 


r>.|6l 


Me 




H 


3-MeS-Ph 


0 


1-Zc 


6-162 


Me 


(CH,), 


H 


4.MeS-Ph 


O 


4-Zc 


6-163 


Mc 




H 


3-EtS-Ph . 


0 


4-Zc 


6-164 


Mc 


(CH?)? 


H 


4-EtS-Ph 


0 


4'Zc 


6-165 


Me 


(CHn-b 


H 


3-iPrS-Ph 


o 


4-Zc 


6-166 


Me 


(CH,), 


H 


4-iPrS-Ph 


o 


4.Zc 


6-167 


Me 


(CH9b 


H 


S-McSO-j-Ph 


0 


4.Zc 


6-168 


Me 


(CH7b 


H 


4-MeS0-)-Ph 


1 9 


4-Zc 


6-169 


Mc 


(CH,b 


H 


— y ■ 

)-EtSO->-Ph 


o 


4.Zc 


6-170 


Me 


IClhh 


H 


4-0tSO7-Ph 


o 


4-Zc 


6-171 


Mc 


(CH,), 


M 


3-iPrS05-Ph 


0 




6-172 


Me 


(CH?)? 


H 


4-!PrS07-Ph 


1 0 




6-173 


Me 


(CH2)2 


H 


3-(l-Me- 
lmia<4)Pn 


0 




6-174 


Me 


(CH2)2 


H 


4-(l-Me- 

Iniid-4)Ph 


o 


4-Zc 


6-175 


Me 


(CH2)2 


H 


l-Me-2-Ph- 

lmid-4 


0 


4-Zc 


6-176 


Me 


(CH2)2 


H 


1.4-diMe-2-Ph- 
Imid-S 


b 


4-Zc 


6-177 


Me 


.(CH2)2 


H 


l.5-diMe-2-Ph- 
lmid-4 


0 


4-Zc 
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Table 6 (cont.^ 



Cpd 
No. 




r2 


r3 


X 


Y 


z 


6-178 


Mc 


(Clhh 


I( 




r\ 

iJ 


4 -AC 


6-179 


Me 


(CH7)7 


H 


4-(4-McO-Ph)Ph 


o 




6-180 


Me 


(CH2)2 


H 


4-(3.4-MdO- 
Ph)Ph 


o 


4.2c 


6-IXI 


Mc 


(CH2)2 


H 


4-(PhS02- 
N(Me)lPh 


0 


4.7c 


6-182 


Me 


(CH2)2 


H 


4-[(Pyr-3)S02- 
N(Me)lPh 


o 


4.Zc 


6-183 


Mc 


(CHoh 


II 


4.(PhS0-)NIDPh 


o 


4-Zc 


6-184 


Me 


(CH2)2 


• H 


4-((Pyr-3)S02- 
- NHlPh 






6-18S 


Me 


(CH,), 


H 


4-r{Pyr-2)SO')lPh 


o 


4-Zc 


6-186 


Me 


(CH,b 


H 


4-r(PYr-3)SO')lPh 


0 


4-Zc 


6-187 


Mc 


(CH2)2 


H 


4-{(Pyr.2)S02- 
N(M6)lPh 


0 


4iZc 


6-188 


Me 


(CH2)2 


H 


4-((Pyr-2)S02- 

KILIIDU 

INHJrn 


0 


4-Zc 


6-189 


Me 


(CH,h 


H 


4-(4-Me-Ph)Ph 


0 


4-Zc 


6-190 


Me 




H 


4-(4-F-Ph)Ph 


o 


4-Zc 


6-191 


Me 




H 


4-(4-CFi-Ph)Ph 


o 


4-Zc 


6-192 


Me 


(CH2)2 


H 


2-[4-Me.PhS02- 
N(Mc)l-Pvr-5 


0 


4.Zc 


6-193 


Mc 


(CH-yh 


H 


2-HO-Pyr-5 


0 


4-Zc 1 
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Tabic 6 fcont.) 



Cpd 

No. 


rI 


r2 




X 


Y 


z 




Me 




II 


2-n/0-Pyr-5 


0 


4.Zc 


' '< IOC 


fViC 




1 J 
1 1 




o 


4-Zc 


"6-196 


Me 


(CH2)2 


H 


4.(2,4-diMcO- 

Ph^Ph 
1 11 )i 11 


o 


4-Zc 


6-197 


Mc 


(CIl2)2 


H 


4.(2,5.diMcO- 

Ph'iPh 


o 


4-Zc 




ivie 




rl 


l.HO-Ph 




4-Zc 


6-199 


Me 


(CH^b 


H 


4.HO-Ph 


o 


4.Zc 


6-200 


Mc 


(CH2)2 


ii 


5.AcO-2.HO. 
3.4.6.lriMc.Ph 


0 


4.Zc 


6-201 


Me 


(CH2)2 




4-HO-3.5-diMc- 

Ph 


o 


4-Zc 


6-202 


Mc 


{CH,b 


H 


3-AcO-Ph 


0 


4-Zc 


6-203 


Mc 


(CH7b 


H 


4-AcO.Ph 


0 


4 -7 c 
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Table 7 



Cpd. 
No 


Rl 


r5 




X 


Y 


■• z 


7-1 


H 




H 


Ph 


O 


4-Zb 


7-2 


H 




H 


Np-I 


O 


4.Zb 


7-3 


H 


(CH7h 


H 


Np-2 


o 


4.Zb 


7-4 


H 


(CH7h 


H 


4-Mc-Ph 


o 


4.Zb 


7-5 


hi 


(CH,), 


H 


4-Et-Ph 


o 


4.Zb 


7-6 


H 




H 


3-iPr-Ph 


o 


4Zb 


7-7 


H 


(CH,h 


H 


4.iPr-Ph 


o 


4-Zb 


7-8 


H 




H 


3.tBu-Ph 


o 


4-Zb 


7-9 


H 




H 


4-tBu-Ph 


0 


4.Zb 


7-10 


H 


fCH,l, 


H 


3-a-Ph 


0 


4-Zb 


7-11 


H 


(CH,)i 


H 


4-Cl-Ph 


0 


4-Zb 


7-12 


H 


(CH,h 


H 


3-Br-Ph 


0 


4-Zb 


7-J3 


H 




H 


4-Br-Ph 


o 


4.Zb 


7-J4 


H 




H 


3-Ph-Ph 


o 


4-Zb 


7-15 


H 


(CH,)i 


H 


4-Ph-Ph 


o 


4-Zb 


7-16 


H 


(CH,)i 


H 


3-Bz-Ph 


o 


4-Zb 


7-17 


H 


(CH,h 


H 


4-Bz.Ph 


o 


4-Zb 


7-18 


H 


(CH,)! 


H 


3.PhO-Ph 


0 


4-Zb 


7-19 


H 


ICH-yh 


H 


4-PhO-Ph 


0 


4-Zb 


7-20 


H 


(CH9)-i 


H 


3-PhS-Ph 


o 


4-Zb 
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Tabic 7 (cont.> 



Cpd. 
No. 


rI 


R2 


Rj 


X 


V 


z 


7-21 


H 


(CH9)i 


Jl 


4-PhS-Ph - 


O 


4-Zb 


7-22 


H 


(CH,)-, 


H 


3-PhSO?-Ph 


O 


4-Zb 


7-23 


H 


(CH,), 


H 


4-PhS07-Ph 


0 


4-Zb 


7-24 


H 


(CH,)i 


n 


3-(Imid-I)Ph 


0 


4-Zb 


7-25 


H 




H 


• 4-(Iniid-nPh 


o 


4.Zb 


7 'llQ 


If 


(CH7)i 


H 


3-(Imid-4)Ph 


o 


4-Zb 


/-i / 


rl 




H 


4-(Imid-4)Ph 


o 


4-Zb 


7 ?R 


r1 




tif 
H 


3-(Fiir-2)Ph 


0 


4-Zb 


7-79 


IJ 
ji 


(CH7)i 


If 


^-(Fur-2)Pli 


0 


4-Zb 


7-30 


ri 


t^M7)'J 


If 
H 


3-(Tni-2)Ph 


0 


4.Zb 


7-31 


U 
*i 


l^H7)T 


LI 

rl 


4-(Thi-2)Ph 


o 


. 4.Zb..- 


7-32 


H 




1 1 


J-( 1 ni-j)Pn 


o 


4-Zb 


7-33 


H 


v*-n7Jl 


n 


1 ni-J)l'h 


o 


4-Zb 


7-34 


H 




1 1 


1 /'Px/r 7\Dk 


o 


4-Zb 


7-35 


H 




H 


4-(Pyr-2)Ph 


0 


4-Zb 


7-36 


H 


(CH?)i 


H 


3-(Pyr-3)Ph 


0 


4-Zb ; 


7.37 


H 


(CH7)^ 


II * 


4-(Pyr-3)Ph 


0 


4-Zb 


7-38 


H 


(CH7)i 


II 


3-(Pyr-4)Ph 


0 


4-Zb 


7-39 


H 


(CH7)i 


H 


4-(Pvr-4)Ph 


o 


4-Zb 


7-40 


II 


(CH7)i 


II 


3-(Ox.v2)Ph 




4.Zb 



EP 0 708 098 Al 
• Tabic 7 (cnnt ) 



Cpd. 

No 




r2 


r3 


1 X ~' 


1 V 


z 


7-41 


H 




H 


4-fOxa-2)Ph 


0 






H 


:J (CH,h 


H 


3-(Oxa-4)Ph 


0 


4-Zb 


1 7>43 


H 






4-fOxa-4)Ph 


0 


4-Zb 
1 4-Zb 


I 7-44 


H 




H 


3-(Oxa-5)Ph 


0 




1 7 il< 


H 


(CH,)-, 


H 


4-(Oxa-5)Ph 


0 


4.Zb 


1 7-4(3 


n 




H 


3-(Thi2.2)Ph 


0 


4-Zb 


7-47 


n 


(CH7)i 


H 


4.(Thiz.2)Ph 


1 ° 


4.Zb 
4.Zb 


7-48 


H 




H 


3-CThiz-4)Ph 


o 


4-Zb 


j 7-49 


H 1 




1 H 


4-fThiz.4)Ph 


' 0 




7-SO 


H 

1 




H 


3-(Thiy..S)Ph 




4-Zb 
4.Zb 


7-51 


M 1 
n 1 




H 


4-(Th«-5)Ph 


0 1 
o 


4.Zb 


1 7-52 


M 1 




H 


l-Mc-PYrr-2 


0 


4-Zb 


7-53 


U 1 
M 1 




H 


l-Ph.Pyrr.2 


0 


4-Zb 


\ 7.S4 


LI 1 

H 1 


{CH7)i 


H 


I-B2-PYrr-2 


0 


4.Zb 


1 7-55 


H . , 




H 


5-lvic-rur-2 ( 


0 


4-Zb 


7-56 


H 


(CH?)t 


H 


S-Ph-Fur-2 


0 


4.Zb 


7-57 


H 


(CH,), T 


H 


5-Mc.Thi.2 


o 


4-Zb 


7.58 


H 




H 


5-Ph.Thi.2 


o 


4-Zb 


7159 


H 




H 


5.Mc-Thi-3 


0 


4.Zb 


7-60 


H 1 


(CH,)^ T 


H 


5-Ph-Thi.3 1 


o 1 


4.Zb 



89 



EP 0 708 098 A1 



Table 7 (cent.) 



5 1 


cpd r 

No. 


^ r 






V 1 
1 


Y 


z 






H 


(Clb)T 


H 


l-Mc-PyzaO 


0 


4.Zb 






H 




H 


l-Ph-PyzaO 


O 


4-Zb 


fO 




H 




H 


l-Mc-lmid-Z 1 


O 


4-Zb 




7-64 


H 


(CHoU 


II 


l-Ph-lmid-2 


o 


4-Zb 


f5 


7-65 


H 


(CH?)i 


H 


l-Me*Imid-4 | 


o 


4-Zb 




7-66 


H 


fCH->)i 


H 


l>Ph-lmid-4 


o 


4-Zb 




7-67 


H 


(CH^h 


H 


Oxa>4 


o 


4-Zb 


SO 


7-68 


H 


(CH7h 


H 


Oxa-5 


o 


4-Zb 




7-69 


H 




H 


2-Me-Oxa-»: 


o 


4-Zb 


25 


7-70 


H 


(CH9h 


H 


2-PlvOxa3f 1 


o 


4-Zb 




7-71 


H 




H 


2-Mc.Oxa-$ 


o 


4-Zb 


30 


1-12 


H , 


(CH7)i 


H 


2-Ph.Oxa-5 


0 


4-Zb 


1-12 


H 


(CH2)3 


H 


4-Mc-2.Ph. 
vjxa-3 


0 


4-Zb 


3S 


7-74 


H 


(CH2)3 


T 1 

H 


5-Me-2-Ph- 
bxa-4 


1 o 


4-Zb 




7-75 


H 




H 


Thir-4 


0 


4-Zb 


40 


7-76 


H 


(CH9)i 


H 


Thiz-5 


0 


4-Zb 




7-77 


H 


(CH,h 


H 


2-Mc-Tliiz-4 


0 


4-Zb 


»'i - 


7-78 


H 


(ab)T 


H 


2-Ph-Thiz-4 


0 


4-Zb 


45 


7-79 


' H 


(CH9)T 


i: 


2-Mc-Thiz-5 


1 0 


1 4-Zb 
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Tnhle 7 fcont.) 
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Tahfe 7 fconf.) 



Cpd. 
No. 




R2 




X 


Y 


z 


7-99 


H 




t 1 
1 1 


7 Mr»<J P\/r ^ 

z-iMCo-ryr- J 


U 


t 


7 1 HA 


n 




t I 


2-RlS-Pyr-5 


0 


4.Zb 


/ - 1 U 1 


LI 

n 




H 


2-iPrS-Pyr-5 


0 


4-Zb 


7-102 


u 
n 




I- 1 


Z-1VIC0U7-1 yr-j 


0 


4-Zb 


7-103 


* 

H 




II 




r\ 
\J 




7.104 


H 




H 


2-iPrSO->-Pvr-5 


n 




7-105 


H 


(CHr)! 


H 


2-Bz-Pyr-5 


0 


4-Zb 


7-106 


11 


(CH5)i 


i 

II 


2-PhO-Pyr-S 


■ % 
G 


4-Zb 


7-107 


n 


(CH7)i 


II 


2-PhS.Pyr.5 


(J 


4-Zb 


7-108 


H 


(CH2)3 


H 


2-PhS07-Pvr-5 


— ^v— 

0 




7-ioy 


H 


(CHo), 


11 








7-1 10 


H 




M 


3-Ph-Pyr-6 


0 




7-1 n 


II 


(CH7)i 


II 




n 




7-112 


H 


(CH7)i 


H 




f) 


J 7K 


7-113 


H 


(CH7)i 


n 




KJ 




7-114 


II 


(CH7)T 


H 


2-Ph-Pym.4_ 


0 


4-7M 


7r|15 


H 


(CH?)T 


\{ 


2-McO-Pym-4 


0 


4-Zb 


7-1 16 


H 




H 


2-EtO-Pvm-4 


0 


4-Zb 


7.1 17 


H 


(CH7)i 


H 


2-iPrO-Pyni-4 


0 


4-Zb 


7-118 


H 




H 


2 MeS-Pym-4 


0 


4-Zb 


7,119 




(CU7)i 


H 


2-mS-Pvm.4 


0 


4.Zb 



92 



EP 0 708 098 A1 



Tilbic 7 (ront.) 





Cpd. 
No. . 




r2 




X 


Y 


z 




7-120 


H 


(CH-yh 


H 


2-iPrS-Pym-4 


0 


4-Zb 


to 


7-12J 


Fl 


(Clhh 


11 


6-McS-Pyin-4 


0 


4-Zb 


7-122 


H 


(CHt>)i 


H 


6-EtS-Pyni.4 


0 


4-Zb 




7-123 


H 


(CH7h 


H 


6-iPrS-Pym-4 


O 


4.Zb 


15 


7-124 


H 


(CH,)-, 


11 


2-PhS-Pym-4 


O 


4-Zb 




7-125 


H 


(CH2)3 


H 


2-MeS02- 
Pym-4 


0 


4-Zb 


CO 


7-126 


H 


(CH,)T 


H 


2-EtS07-PYin-4 


0 


4.Zb 




7-127 


H 


(CH2)3 


H 


2-iPrSO?-Pyin-4 


0 


4.Zb 


2S 


7-128 


H 


(CH,)-, 


• H 


2-PKS07-Pyin-4 


0 


4-Zb 




7-129 


H 




H 


2-Me-Pvni-5 


0 


4.Zb 




7-130 


n 


(Clh)i 


II 


2-Ph-Pym-5 


0 


4-Zb ' 


30 


7-1.11 


H 




H 


2-MeO-Pym-5 


0 


4-Zb 




7-132 


H 


(CH,), 


H 


2-EtO-Pyin-5 


0 


4-Zb 


J5 


7-133 


H 


(CH,), 


H 


2-iPr6-Pym-5 


0 


4.Zb 




7-134 


H 




II 


2-McS-Pym-5 


0 


4.Zh 




7-ns 


H 


(CH?)1 


11 


2-EtS-Pym-^ 


0 


4-Zb 


40 


7-136 


H 




H 


2.iPrS-Pym-5 


O 


4.Zb 




7-137 


H 


(CH,)i 


H 


2-PhS-Fyfn-S 


0 


4-Zb 


4S 


7-138 


H 


(CH2)3 


M 


2-MeS02- 
Pym-5 


O 


4-Zb 



50 



55 
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T;ilile 7 (cont.) 



Cpd. 
No, 




r2 


r 

R-» 


X 


V 
T 


7 




M 




H 


2.ElSOo-Pym-5 


o 


4-Zb 


7-140 


i-i 
I i 




H 


2-iPrSO^-Pym-5 


o 


4-Zb 


7-141 


LI 




H 


2-PhSOo-Pym-5 


o 


4-Zb 




n 




H 


lnd-2 


o 


4-Zb 


/ • 1 J 


H 


(CH-t)! 

^^"^'-i 


H 


Ind-3 


o 


4-Zb 


'7-144 


H 


(CH5)-i 


H 


|.Mc-lnd-2 


o 


4-Zb 


7-145 


H 


{CH7)-j 


H 


|-Mc-Ind-3 


o 


4-Zb 


7-H6 


H 




H 


Biniid-2 


0 ^ 


4-Zb 


7-147 


H 


(CH,)-, 


H 


Boxa-2 


0 


4-Zb 


7-148 


H 


(CH->)-» 


H 


Ulhiz-2 


0 


4-Zb 


7-149 


H 


(CH->)i 


H 


Ouin-2 


0 


4-Zb 


7-150 


H 


(ClhU 


H 


Ouin-3 


0 


4-Zb 


7-151 


H 


(CHo)^ 


H 


Quin-4 


0 


4-Zb 


7-152 


H 


(CHjh 


H 


iQuin- 1 


o 


4-Zb 


7-153 


H 


(CH,), 


H 


tOuin-3 


0 


4-Zb 


7-154 


H 


(CH,), 


II 


iQuin-4 


0 


4.Zb 


7-155 


H 


(CH,), 


H 


3.McO-Ph 


0 


4-Zb 


7-156 


H 


(CH,), 


II 


4-McO-Ph 


0 


4-Zb 


7-157 


H 


(CH7)T 


H 


3-ElO-Ph 


0 


4-Zb 


7-158 


H 


(CH7)l 


II 


4.EiO.Ph 


0 


4.Zb 


7-159 


H 


(CH7h 


H 


3-iPrO-Ph 


0 


4.Zb 



94 



EP 0 708 098 A1 



Tnhle 7 (cont.) 



No 








X 


Y 


z 


7-160 


11 


(CH,)-, 


H 


4-iPrO-Ph 


0 


4.Zb 


7-161 


11 


(CH,)-, 


li 


3-McS-Ph 


O 


4-Zb 


7-162 


H 


(CH,)-, 


H 


4.MeS-Ph 


O 


4.Zb 


7-163 


H 


(CH,)-, 


H 


3.EtS-Ph 


O 


4-Zb 


7-164 


H 


(Clb)-, 


H 


4-EtS-Ph 


0 


4-Zb 


7-165 


11 


(CH,)i 


H 


3-iPrS-Ph 


O 


4-Zb 


7-166 


H 




H 


4-iPrS-Ph 


O 


4-Zb 


7-167 


n 


(CH,)-i 


H 


3-McS09-Ph 


0 


4-Zb 


7-168 


H 


(CH,)i 


H 


4-MeS0,-Ph 


O 


4-Zb 


7-169 


H 




11 


3-ElS0,-Ph 


O 


4-Zb 


7-170 


H 


(CH,)T 


H 


4-EtSO,-Ph 


O 


4-Zb 


7-171 


H. 


(CH,), 


H 


3-!PrSO,-Ph 


O 


4-Zb 


7-172 


H 


(CH,), 


H 


-l-iPrSC-Ph 


O . 


4-Zb 


7-173 


H 


(CH2)3 


H 


3.(1-Mc- 
fmid-4)PJi 


0 


4.Zb 


7-174 


H 


(CH2)3 


H 


4.(1 -Me- 
Imid-4)Ph 


O 


4-Zb 


7-175 


H 


(CH2)3 


• H 


l-Me-2-Ph- 
Imid-4 


0 


4-Zb 


7-176 


H 


(CH2)3 


H 


l.4-diMe-2-Ph- 
Imid-S 


O 


4.Zb 
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Tnhle 7 (cant.) 



5 1 


Cpd. 
No. 


^ r 


r2 




X 




Y r 


z 




*7.177 


H 




H 


l,5-d«Mc-2-Ph- 
lnud-4 




o 


4-Zb 




7.178 


H 


(CH?)-t 


H 


3.4-MdO-rh' 


0 


4-Zb 




7-179 


H 


(CH9)t 


H 


4-(4-McO-Ph)Ph 1 


0 


4-Zb 


15 1 


7-180 


H 


(CH2)3 


H 


4-(3,4-MdO- 
Ph)Ph 


0 


4-Zb 




7-181 


H 


(CH2)3 


K 


4-tPhSOr 1 
N^Me^lPh 


o 


4-Zb 




7-182 


u 
n 




H 


4-((Pyr-3)S02- 
N(Me)lPh 




o 


4-Zb 


25 


7-183 


H 




11 


4-fPhS0^NlI)i'h 


0 


4-Zb 




. 7-184 


H 


(CH2)3 


H 


4-((Pyr-3)S02' 
NMlPh 




o 


4-Zb 


30 


7-185 


H 


(CH7)1 


H 


4.|^PYr-2)SO'>lPh 


0 


4-/.b 




1 7-186 


H 


(CH->)T 


H 


4-|(PYr-3)S09lPh 


0 


4-Zb 




7-187 


H 


(CH2)3 


II 


4-[(Pyr-2)S02- 
NfMe)lPh 


o 


4-Zb 




7-188 


H 


(CH2)3 


H 


4-t(Pyr-2)S02- 
NlllPh 


o 


4-Zb 


40 


7-189 


H 


(CH7)1 


H 


4-^4-Me-Ph)Ph 


o 


4-Zb 




1 ' 7-190 


H 


(CH:,)n 


H 


4.(4-F.Ph)Ph 


o 


4-Zb 


4S 


1 7-191 


1 H 




11 


4-(;4-CF^Ph)Ph 


1 o 


4Zb 
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T;'il)le7fcont.l 



i-pa. 
No. 








X ' 


Y 


z 


/"I 


n 




t I 


2-r4.Me-Ph<;n-i- 

N(Mc)I-Pyr-5 


0 


4-Zb 


7.101 


u 
n 




If 
H 


2-HO-Pyr-5 


O 


4.Zb 


7-19-1 


H 




LJ 

n 




o 


4-Zb 


7-195 


H 


^^"7n 


u 
n 


yr-^;bU9ii n 


O 


4-Zb 


7-196 


H 


(CIl2)3 


• 

H 


4.(2,4.diMcO- 
rnjrn 


0 


4-Zb 


7-197 


H 


(Cll2)3 


H 


4-(2,5-diMeO- 
Ph)Ph 


o 


4-Zb 


7-198 


H 




H 




r\ 
\j 




7-199 


H 




H 


4-HOPh 


0 


4-Zb 


7-200 


H 


(CH2)3 


ii 


$-AcO-2.HO- 
3.4,6-uiMc-Ph 


o 


4.Zb 


7-201 


H 


(CIl2)3 


H 


4.HO-3.5-diMe- 
Ph 


0 


4.Zb 




H 




H 


3-AcO-Ph 


o 


4Zb 


7-203 -j; 


H 




H 


4-AcO-Ph 


0 


4-Zb 
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EP 0 708 098 A1 



Table 8 fcont,) 



Cpd, 
No. 




R2 




X 


Y 


z 




(VIC 




H 


4-HhS-Ph 


0 


4.Zb 




fvie 




H 


J-PhSO'j-Ph 


0 


4.Zb 




r* ic 




rl 


4-PnSC>5-Ph 


o 


4-Zb 




ivic 




1 J 
M 


3-(Imid- i)Ph 


o 


4-Zb 




ivie 






4-{fmid- 1 )Pn 


o 


4-Zb 




ivic 




IT 

ri 


3-{imid-4)Ph 


o 


4.Zb 


8-27 


Mc 




n 




o 


4-Zb 




l» IC 




1 1 


3-(rur-2)Pn 


o 


4-Zb 








H 


4-(Fur-2)Ph 


0 


4-Zb 


1 A 
o - 1w 


Me 


(CH:^)^ 


H 


3r(Thi-2)Ph 


o 


4-Zb 


R 1 1 

O'J 1 


MC 




If 
H 


4.(Thi-2)Ph 


o 


4.Zb 




jvie 




H 


3-(Thi-3)Ph 


o 


4-Zb 




Me 


(CH2)i 


H 


4.(Thi.3)Ph 


0 


4.Zb 


8-34 


Me 






^./pvr.9^Pll 
j"^r yr*A/r n 


r\ 
yj 




8-35 


Me 


(CHo)n 


H 


4.(Pyr-2)Ph 


o 


4.2b 


806 


Me 


(CH^)^ 


H 


3-(PyrO)Ph 


o 


4-Zb 


8-37 


Me 




H 


4-(Pyr-3)Ph 


o 


4-Zb 


8-38 


Me 




H 


3.(Pyr.4)Ph 


o 


4-Zb 


8-39 


Mc 




H 


4-(Pyr.4)Ph 


o 


4-Zb 


8-40 


Mc 


(Clh)i 


" 1 


3-(Oxa.2)Ph 


0 


4-Zb 
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T.ihlc 8 (cont.) 



cpd. r 

No. 




1 


D 3 
IV 


X 


Y r 


^ 1 




Me 




H 


4-(Oxa-2)Ph 


O 


4-Zb 




Mc 


(CH7)i 


H 


3-^Oxa-4)Ph 


0 


4-Zb 


1 


Mc 


(CU^)^ 


H 


4-(Oxa-4)Pl\ 


o 


4-Zb 


' <l,44 1 


Mc 




H 


3-(;Oxa-5)Ph 


o 


4.Zb 


8-4 S 1 


Me 


(CH-,h 


H 


4.(;Oxa-5)Ph 


o 


4-Zb 


* 8-46 j 


Me 




H 


l.^Thiz-2)Ph 


o 


4.Zb 




Mc 




H 


4-^Thiz-2)Ph 


0 


4-Zb 


; 8-47 
8-48 


Mc 


(Clb)i 


• H 


3-q'hiz-4)Ph 


0 


4-Zh 


8-49 1 


Mc 




H 


4-(Th»z-4)Ph 


0 


4-Zb 


8-50 


Mc 


(CH,)i 


H 


3-(;Thiz-5)Ph 


0 


4-Zb 


8-51 




(CH',h 


. H 


4-^Thiz-5)Ph 


0 


4-Zb 


8-S2 


1 Me 
Me 


(CH-,)! 


• H 


l-Mc-PYrr-2 


0 


4-/.b 


8-53 


1 Me 


(CH5)l 


tl 


l-Ph-Pvrr-2 


0 


4-Zb 


1 8-54 


Mc 


iOhh 


M 


l-B/.-Pvrr-2 


0 


4.Zb 


8-55 


Mc 


(CH,h 


H 


5-Mc-Fur-2 


0 


4.Zb 


8-56 


Me 


(CH,h 


H 


5-Ph-Fur-2 


0 


4-Zb 


8-57 


Me 


(CH'))^ 


H 


5-Mc-Thi-2 


0 


4-Zb 


8-58 


Mc 


(CH,)! 


II 


5-Ph-Thi.2 


0 


4-Zb 


1 . 8-59 


Mc 


(CH,)-, 




5-Mc-Thi-3 


0 


4-Zb 


R.60 


Mc 


1 (Qhh 


1 11 


5-Pli-Thi-3 


o 


4-Zb 
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Titble 8 (cont.^ 



Cpd. 

iNO. 


rI 


R2 


R3 


X 


Y 


z 


8-61 


Mc 




1 1 

n 


1 -Me-Py/.a-3 


0 


•t-Zb 


8-62 


ft £ 

Mc 


(CH^)l 


H 


l-Pn-Pyza-3 


O 


4-Zb 


8-63 


Me 


(CH9)-i 


H 


l-Me-Iniid-2 


o 


4-Zb 


8-64 


Me 


(CH7)i 


H 


l-Ph-Imid-2 


0 


4-Zb 


8-65 


ft J 
Mc 




H 


l-Mc-imid-4 


0 


4-Zb 


0*00 






If 
M 


i-rn-imid-4 


KJ 




8-67 


Me 




H 


Oxa-4 


O 


4-Zb 


g-68 


Mc 




H 


Oxa-S 


0 


4-Zb 


8-69 


Mc 


(CH9)i 


H 


2-Me-OKa-4 


0 


4-Zb 


8-70 


Me 


(CH,)i 


H 


2-Ph-Oxa-4 


0 


4-Zb 


8.71 


Me 


(Clb)! 


II 


2.Me.Oxa-5 


o 


4.Zb 


8-72 


Me 




H 


2-Ph.Oxa-S 


o 


4.Zb 


R.73 


Me 


(CH2)3 


H 


4-Mc-a.Ph. 
Oxa-S 


o 


4-Zb 




8-74 


Me 


(CH2)3 


H 


5-Me-2-Ph- 
Oxa-4 


0 


4.Zb 


i 

8-75 


Me 




H 


Thi2-4 


o 


4-Zb 


8-76 


Me 




H 


Thiz.5 


o 


4-Zb 


8-77 


Me 




11 


2-Mc-Thiz-4 


o 


4.Zb 


8-78 


Me 


(CH,)-, 


H 


2-Ph.Thiz-4 


0 


4-Zb 


8-79 


Me 


(cn5)-i 


H 


2-Me-Thi2-5 


0 


4-Zb 
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Tabic 8 (cont,) 



5 


Cpd. 

No. 




R2 


V • r3 


X 


Y 


z 




8-SO 


Me 


(CH7)l 


H 


2-Ph-Tliiz-5 


O 


4-Zb 


10 


8-81 


Me 


(CH2)3 


H 


4.Mc-2-Ph- 
Thi2-5 


0 


4-Zb 


IS 


■- • 
8-82 


Mc 


(CH2).-» 


H 


5-Mc-2-Ph- 
Thi7..4 


0 


4-Zb 




X.R3 


Me 




H 


l-Mc-Pyza-4 


o 


4-Zb 




X-84 


Me 


(CH,)i 


H 


l-Ph-Py2a-4 


o 


4-Zb 


CO 


8.85 


Me 


(CH,)i 


M 


2-Mc-lsox-4 


o 


4-Zb 




8-86 


Mc 


(CH7h 


H 


2-Ph-lsox-4 


0 


4-Zb 


:s 


8-87 


Me 


(CH,)i 


H 


Pyr-2 


0 


4-Zb 


8-88 


Me 


(CH5)-5 


t 


Pyr.3 


0 


4-Zb 




8-R9 


Me 




II 


Pyr-4 


0 


4-Zb 


30 


8-90 


Me 


(CH9)i 


H 


3-Mc-Pyr-5 


0 


4-Zb 




8-91 


Me 


(ah)T 


H 


3-El-Pyr-5 


0 


'1-Zb 


.V 


8-92 


Me 


CCH5)i 


M 


3-Ph-Pyr-5 


0 


4-Zb 


8-93 


Mc 


(Cll?)i 


M 


2-Mc-Pyr-5 


0 


4-Zb 




8-94 


Me 


(CH,)T 


H 


2-nt-Pyr-5 


o 


4-Zb 


40 


8-95 


Me 




H 


2-Ph-Pvr-5 


0 


4.Zb 




8-96 


Me 




H 


2-McO-Pyr-5 


0 


4-Zb 


45 


8-97 


Mc 




H 


2-BlO-Pyr-5 


0 


4-Zb 


8.08 


Mc 


(CH:,)-, 


H 


2-iPrO-Pyr-5 


0 


4-Zb 



SO 



I 
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Table 8 fcont.) 



Cpd 

No. 




R2 




X 


Y 
1 




8-99 


Me 


(CH,), 


H 


2-MeS-Pvr-5 


0 


4-Zb 


8-100 


Me 




H 


2-EtS-Pvr-S 


0 


4-Zb 


8-101 


Me 


(CH7)1 


H 


2-iPrS-Pvr-5 


o 


4-Zb 


8-102 


Mc 


(CHo)^ 


H 


2-MeSO-)-Pvr-5 


o 


4-Zb 


8-103 


Mc 


(ClhU 


II 


a-EtSO-j-Pyr-S 


0 


4-Zb 


8-104 


Me 




H 


2-!PrS07-Pyr-5 


0 


4.Zb 


8-IQ5 


Me 




H 


2-Bz-Pvr.5 


o 


4-Zb 


8-106 


Mc 


(CH?)i 


H 


2-PhO-Pvr-5 


0 


4-Zb 


8-107 


Me 


(CH?)i 


11 


2-PhS-l»yr-5 


0 


4-Zb 


8-108 


Mc 


(CH,), 


II 


2-PhSO->-Pyr-5 


0 


4-Zb 


8-109 


Me 


(CH,), 


H 


3-Mc-Pyr-6 


o 


4-Zb 


8-110 


Me 




H 


3.Ph-Pyr-6 


o 


4.Zb 


8-1 M 


Me 




H 


2-Mc-Pvr-6 


o 


4-Zb 


8-112 


Me 


(CH?)i 


H 


2-Ph-Pvr-6 


0 


4-Zb 


8-113 


Me 


(CH,)i 


H 


2-Me-Pym-4 


0 


4-Zb 


8-IH 


Mc 


(cn?)i 


H 


2-Ph-Pym-4 


o 


4 -7b 


8-1 IS 


Me 




H 


2-MeO-Pym-4 


0 


4.Zb 


R-116 


Me 


(CH?)i 


H 


2-EtO-Pyin-4 


o 


4-Zb 


8-117 


Mc 


(CHoh 


H 


2-iPrO-Pvm-4 


0 


4-Zb 


S-II8 


Mc 


(CH,), 


H 


2-McS-PYm-4 


0 


4-Zb 


S-119 


Mc 


(Clb)-i 


M 


2-[:lS-Pym-4 


0 


4-Zb 
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Tabic 8 fconf.) 



Cpd 
No. 




R2 




X 


V 


z 


8-120 


Me 


(CH7), 


H 


2-iPrS-PYm-4 


0 


4-Zb 


* 8-121 


Mc 




1 1 


6-MeS-PYm-4 


o 


4.Zb 




ivic 




H 


6-ElS-Pym-4 


0 


4-Zb 


8- 1 23 


IVIC 




H 


6-iPrS-Pvm-4 


0 


4-Zb 


8-124 


l> IC 




H 


2-PhS-PYm-4 


0 


4-Zb 


-*B IK 
O- 1 X3 


Me 


(CHiH 


H 


2-MeS02- 
Pym-4 


0 


4-Zb 


8-126 


Mc 




II 


2-EtS09-Pynv4 


o 


4-Zli 


8-127 


Me 




H 


2MPrSO'>-Pym-4 


o 


4.Zb 


R.t2R 


Me 


(CH7)i 


H 


2-PhS09-Pym-4 


o 


4.Zb 


8-129 


Mc 




II 


2-Me-Pym-5 


0 


4.Zb 


S.130 


Me 




H 


• 2-Ph-Pym-5 


0 


4-Zb 


8-ni 


Mc 


(Clhh 


il 


2-MeO-PYm-5 


0 


4-Zb 


8-132 


Me 


(Clhh 


H 


2-RiO-Pym.5 


0 


4.Zb 


8-133 


Me 


(CH?)-, 


H 


2 iPrO-Pym-S 


o 


4-Zb 


8-134 


Me 


(CH,h 


• 

H 


2-McS-Pym-5 


0 


4-Zb 


8-135 


Me 


(CHo)^ 


H 


2-ElS-Pym-5 


0 


4-Zb 


8-136 


Mc 


CCH->)t 


II 


2-iPrS-Pym-5 


0 


4-Zh 


8-137 


Me 


(CFbh 


H 


2.PhS'Pvm.5 


o 


4-Zb 


8-138 


Me 


(CH2)3 


11 


2-McS02- 
Pvm-5 


o 


4.Zb 
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Tabic 8 fcont.) 



Cpd. 
No. 




r5 - 




X 


Y 


z 


8-119 


Me 


(Clb)i 


H 


2-ElSO'?-Pym-5 


O 


'l-Zb 


8-140 


Me 






2-iPrS07-I'ym-5 


0 


4-Zb 


8-t4l 


Me 


(CH,)-, 




2-PhSO-)-Pym-5 


0 


4-Zb 


8-142 


Me 




II 


Ind-2 


O 


4>Zb 


8-143 


Me 


(CH7)i 


H 


ln(t*3 


o 


4-ZO 


8-144 


Me 


(CH?)! 


H 


l-Me-lnd-z 


o 


4.ZO 


8-145 


Me 


(CH?)-i 


H 


1-Me-IndO 


0 


4-Zb 


8-146 


Me 


(CH,h 


H 


Bifnid-2 


b 


4-Zb 


8-147 


Mc 


(CH,h 


H 


Bo)(a-2 


0 


4-Zb 


8-148 


Mc 


(CII?,)1 


n 


Bthiz-2 


o 


4.Zb 


8-149 


Me 




H 


Quin-2 


0 


4.Zb 


8-150 


Mc 


(CH^)-» 


. H 


Ouin-3 


o 


4Zb 


8-151 


Mtt 


(CH-,), 


H 


Qum-4 


o 


4-Zb 


8-152 


Me 


(CH?)T 


H 


iQuin-l 


0 


4-Zb 


8-153 


Mc 


(CH5)t 


H 


iQuin-3 


o 


4-Zb 


8-154 


Mc 


(CH7)-i 


H 


iQuin-4 


o 


4-Zb 


8-155 


Me 




H 


3-MeO.Ph 


o 


4-Zb 


8-156 


Me 


(CH,), 


H 


4-MeO-PH 


o 


4.Zb 


8-157 . 


Me 


(CH7)T 


. H 


3-ElO-Ph 


0 


4-Zb 


8- 158 


Me 


(CH-.)i 


H 


4.ElO-Ph 


o 


4-Zb 


8-159 


Me 


(CH-))i 


H 


3-iPrO.Ph 


o 


4-Zb 
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Table 8 IconL) 




so 



55 
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Table 8 f con t.) 



r|Ki 

No 


Rl 


R2 




X 


Y 


z 


8-177 


Mc 


{CH2)l 


hi 


1.5-diMe-2-Ph- 
lmid-4 


0 


4-Zb 


8-178 


Me 


(CH,)T 


H 


3,4-MdO-Ph 


O 


4-Zb 


8'- 179 


Me 


(CH,)-j 


H 


4-(4-MeO-Ph)Ph 


0 


4-Zb 


8-180 


Me 


(CH2)7, 


H 


4-(3.4-MdO- 
Ph)Ph 


0 


4-Zb 


8-lBl 


Mc 


(CH2)3 


H 


4.[l»hS02- 
N(Me)lPh 


O 


4-Zb 


8-182 


Me 


(CH2h 


M 


4-[(Pyr-3)S02- 
N(Me)lPh 


0 


4-Zb 


8-183 


Mc 


(Clb), 


II 


. 4-(PhS02 NH)Ph 


0 


4-Zb 


8-184 


Mc 


(CH2)3 


H 


4-{(Pyr-3)S02- 
NHlPh 


0 


4.Zb 


8-185 


Me 


(CH2)3 


H 


4-[(Pyr-2)- 
SOilPh 


0 


4-Zb 


8-186 


Me 


(CH2)3 


H 


4-t(Pyr-3)- 


O 


4-Zb 


8-187 


Mc 


(CH2>3 


H 


4-[(Pyr-2)S02- 
N(Me)lPh 


O 


4-Zb 


8-188 


Me 


(CH2)3 


H 


4-((Pyr-2)S02- 
NHlPh 


0 


4-Zb 


8-189 


Mc 


(CH7)t 


H 


4.(4.Mc-Ph)Ph 


0 


4-Zb 


8-190 


Mc 


(CH:.)i 


H 


4-(4-F-Ph)Ph 


o 


4-Zb 


8-191 


Me 


(CH7)3 


H 


4-(4-CF-,-PI0Ph 


o 


4.Zh 
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T;il)k- 8 rcont.) 



Cpd. 
No. 


rI 


R2 


. R-> 


X 


Y 


z 


8-192 


Me 




M 


2.[4-Me-PhSp2- 
N(Mc)lPyr-5 


o 


4-Zb 


8-193 


Mc 


* ^A3\ 


H 


2-IIO-Pyr-5 


0 


4-Zb 


8-194 


Mc 


(Cll7)i 


II 


2-nzO-Pyr-5 


0 


4-Zb 


8-195 


Mc 


(Clb)! 


M 


4.((PvM)S02lPli 


0 


4.Zb 


8-196 


Mc 


(CH2)3 


H 


4-(2.4-diMcO- 
Ph)Ph 


0 


4-Zb 


8-197 


Me 


(CH2)3 


H 


4.(2,5-diMeO- 
Ph)Ph 


0 


4-Zb 


8-198 


. Mc 


(CHo)-i 


H 


3-HO-Ph 


0 


•i-Zb 


8-199 


Me 


(CH9)t 


II 


4-HO-Ph 


0 


4.Zb 


8-200 


Mc 


(CH2)3 


M 


5-AcO-2-HO- 
3.4.6-triMc-Ph 


o 


4.Zh 


8-201 


Mc 




H 


4-HO-3.5.diMc- 
Ph 


0 


4-Zb 


8-202 


Mc 


(CH,)T 


il 


3-AcO-Ph 


0 


4-Zb 


8-203 


Mc 


(CH,), 


H 


4-AcO-Ph 


o 


4-Zb 
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Cpd. 
No. , 




R2 




Y 


V 
T 


■7 

£. 


9-1 


H 


CH(iyic)CH'» 
CH{Mc)CH9 


H 

H 


Ph 


0 


4.Zb 


9-2 


H 


Np-I 


o 


4-Zb 


9-3 


H 


CH(Mc)CH-) 


H 


Np-2 


0 


4-Zb 


9-4 


H 


CH(Me)CHi 


H 


'J-Me-Ph 


o 


4.Zb 


9-5 


H 


CH(Me)CH-) 


H 


4-Et-Ph 


0 


4-Zh 


9-6 


H 


CH(Mc)CIb 


H 


3-iPr-Ph 


0 


4-Zb 


9.7 


11 


CH(Me)CIb 


H 


4.!Pr-Ph 


o 


4-Zb 


9-8 


H 


CH(Me)CH7 


H 


3-(Du-Ph 


0 


4-Zb 


9-9 


H 


CH(Me)CH-> 


H 


4-tBu-Ph 


0 


4-Zb 


9-10 


H 


CHCMc)CH7 


M 


3-CI.Ph 


o 


4-Zb 


9-11 


11 


CH(Me)CII? 


II 


4-CI-Ph 


o 


4.Zb 


9-12 


H 


CHCMeJCH-) 


H 


3-Br-Ph 


o 


4-Zb 


913 


H 


CH(Mc)CH-) 


H 


4-Br-Ph 


0 


4.Zb 


9-14 


11 


CII{Wc)CH-> 


li 


3-Ph-Ph 


o 


4./.b 


9-15 


il 


CII(Mc)CH-> 


H 


4-Ph-Ph 


o 


4-Zb 


9-16 


II 


CH(Me)CH-) 


H 


3-Bz-Ph 


o 


4-Zb 


9-17 


H 


CH(Me)CH-) 


H 


4-nz-Ph 


0 


4-Zb 


9-18 


H 


CHfMeKTH-) 


H 


3-PhO-Ph 


o 


4-Zb 


9-19 


H 


CH(Me)CH"> 


H 


4-PhO-Ph 


0 


4 Zb 


9-20 


H 


CH(Me)CIh 


II 


3-PhS-Pli 


o 


4.Zb 



109 



EP 0 708 098 A1 

r..hi.> «) fcont.) 



No 








X 


1 






M 


CH(Mc)CH9 


H 


4-l'hS-P»i 


o 


4-Zb 


9-21 
V-22 


H 




\\ 


3-Pl>S0-)-Pb 


0 


4-Zb 




li 




11 


4-PliSO-j-Ph 


o 


4.Zb 


9-23 


11 


CH(Mc)Clh 


11 


3-(Iinid-l)Pli 


0 


4-Zb 


1 9-24 


H 


CH^MOCHi 


H 


4.flmicl-l)Ph 


o 


4 -ZD 


9-25 


H 


rH(Mc)CH? 


H 


3-(;imi<l-4)Ph 


U ^ 


4-Zb 


9-26 


H 


CH(Me)CH2 


H 


4-(Imid-4)Pn 


V/ 




9-27 


H 


CH(;Mc)C"7. 


11 


3-^Fur-2)Ph 


\J 


4-Zb 


9-28 


H 


CH(MeKH-7 


H 


4.^Fur-2)Ph 


yj 


4-Zb 


9-29 


li 


CH{Mc)CH2 


11 


3-(;Tbi-2)Ph 


U 


4-7b 


0-30 
9-31 


H 


CH(Mc)CH2 


H 


4.(Thi-2)Ph 


r\ 
U 


4.7h 




H 


ClKMcKHi 


H 


3»(;ThiO)Ph 


/-V 

U 


4-Zb 


9-32 

1 9-33 


n 


CWMcKH? 


H 




r\ 
\J 


4.Zb 


1 9-34 


It 


CIKMOCIH 


H 


3-(PYr-2)Ph 


U 


4-Zb 


1 9-3S 


H 


CmMe)Cn2 


1-1 


4-(PYr-2)Ph 


o 


4.Zb 




H 


CH(Mc)CH2 


Ij 


3.(PvrO)Ph 


0 


4.Zb 


9-36 


H 




II 


4.(PYr-3)Ph 


0 


4-Zb 


9-37 
.1 9-38 


H 


CH(Mc)CH2 


H 


3-(PYr-4)Ph 


0 


4-Zb 


J 9-39 


H 


CHCMc)CH2 


H 


4>(Pvr-4)Ph 


0 


4-Zb_ 


. 1 9-40 


H 


ClUMOCH: 


, 1 H 


3-(Oxa-2)Ph 


1 0 


4-Zb 
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Cpd. 
No 









X 

• 


Y 


z 


9-4 » 


H 


CH(Mc)CHt 


II 


4-(Oxa-2)PI> 


0 


4-Zb 


9-42 


H 


CIKMcKH? 


H 


3-(Oxa-4)Ph 


O 


4-Zb 


9-43 


H 


CH(Me)CH5 


H 


4-(Oxa-4)Ph 


0 


4-Zb 


9-44 


H 


CH(Me)CH7 


H 


3-(Oxa-5)Ph 


O 


4.Zb 


9-45 


H 


CH(Me}CH2. 


H 


4-<Oxa-S)Ph 


O 


4.Zb 


9-46 


II 


CH(Mc)CHt 


H 


3-(Thiz-2)Ph 


O 


4.Zb 


9-47 


H 


CH(Me)CH7 


H 


4-rrhiz-2)Ph 


O 


4-Zb 


9-48 


H 


CH(Me)CH7 


H 


3-(Thi2-4)Ph 


o 


4-Zb 


949 


II 


CH(Me)CH2 


II 


4-(Thiz-4)Ph 


0 


4-Zb 


9-50 


H 


CH(Mc)CH5 


, H 


3-{Thiz-5)Ph 


o 


4-Zb 


9-51 


H 


CH(Me)CH? 


11 


4.(Thiz-5)Ph 


o 


4-Zb 


9-52 


H 


CH(Me)CH? 


II 


l-Me-Pyrr-2 


o 


4-Zb 


9-53 


H 


CH(Me)CH2 


II 


l-Ph-Pvrr-2 


0 


4.Zb 


9-54 


H 


CH(Mc)CH7 


II 


l-Bz-Pyrr-2 


o 


4.Zb 


9-55 


11 


CH(Me)CIl7 


H 


5-Me-Fur-2 


o 


4.Zb 


9-56 


H 


CH(Me)CH7 


11 


5-Ph-Fur-2 


o 


4-Zb 


9-57 


H 


CII(Me)Cll7 


II 


5-Me-Thi-2 


0 


4-Zb 


9-58 


11 


CIKMeKI 12 


. II 


5-Ph-Thi-2 


o 


4-Zb 


9-59 


H 


rH(Mc)rH2 


H 


5-Mc-Thi-3 


o 


4-Zb 


9-60 


II 


CH(Me)CH2 


H 


5-Pli-Thi.3 


0 


4-Zb 
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Tiihlu 9 fcont.) 



Cpd. 
No 






r3 


X 


Y 


z 


9-61 


H 


CH(Me)CH2 


H 


l-Me-Pyza-3 


O 


4-Zb 


0-62 


H 


CH(Me)CH2 


U 


l.Ph-Pyza-3 


O 


A-Zb 


9-63 


H 


CH(Me)CH7 


H 


UMe-lmid-2 


0 


4-Zb 


9-64 


H 


CH(Me)CH2 


H 


l.Ph-lmid-2 


— 2 




9-65 


H 


CH(Me)CH7 


11 


l-Me-lniid-4 


o 




9-66 


H 


CH(Me)CH7 


H 


I-Ph-Imid-4 


o 




9-67 


H 


Cll(Mc)CM2 


H 


Oxa-4 


U 




9-68 


II 


CH(Mc)C1l2 


11 


Oxa-5 


0 


4-Zb 


9-69 


H 


CH(Mc)CM2 


M 


2-Mc-Oxa.4 


0 


4-7.b 


ft 

V- » w 


n 




M 


2-Ph-Oxa-4 


0 


4.7.b 


ATI 

9-7! 


If 
11 


n v^ivi c J V, r 1 2 


II 


2-Mc-Oxa-5 


o 


4-Zb 


9-72 


H 




u 


2-Ph-Oxa-5 


0 


4-Zb 


9-73 


ft 
n 


ruivi c J v» n 2 


H 


4-Mc-2.Ph- 
Oxa-5 


0 


4-Zb 


9-74 


Ii 


cn(Mc)ai2 


M 


5-Mc-2-Ph- 
Oxa-4 


o 


4-Zb 


9-75 


H 


CH(Mc)CH7 


H 


Thiz-4 


0 


4-Zb 


9-76 


H 


CH(Mc)CH7 


H 


Thiz.5 


0 


4-Zb 


9-77 


H 


CH(Mc)CH7 


H 


2-Mc'Thu-4 


o 


4-Zb 


9-7H 


11 




11 


2-Ph-Thiz-4 


0 


4-Zb 


9-79 


H 


CH(Mc)CH2 


H 


2-Mc-Thiz-5 


o 


4-Zb 
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Table 9 (cont.) 



Cpd. 
Ko. 




r2 


k3 


X 


Y 


z 


9-80 


H 


CH(Mc)CMt 


M 


2-Ph-Tliiz.5 


O 


4-Zb 


9-81 


11 


ClI(Me)Cll2 


H 


4-Me-2-Ph- 
1 niz- J 


O 


4-Zb 




n 




U 

n 


5-Me-2.Ph- 
Thiz-4 






9-83 


H 


CH(Mc)Clb 


II 


l-Mc.Pyza-4 


o 


4-Zb 


9-84 


M 


CH(Me)CH7 


M 


l-Ph.Py7a.4 


0 


4-Zb 


9-85 


II 


CH(Me)CH7 


H 


2-Me-1sox-4 


o 


4-7.b 


9-86 


M 


CH(Mc)CH7 


H 


2-Ph-lsox.4 


0 


4-Zb 


9.87 


H 


CH(Me)CH7 


H 


Pyr.2 


0 


4-Zb 


9-83 


H 


CH(Me)CH5 


H 


Pyr-3 


0 


4.Zb 


9-89 


H 


CH(Mc)CH7 


H 


Pyr.4 


0 


4.Zb 


9.90 


H 


CH(Me)CH7 


H 


3-Me-Pyr-5 


0 


4-Zb 


9-91 


H 


CH(Me)CH7 


H 


3-Ei.Pyr-5 


0 


4-Zb 


, 9-92 


H 


Cll(Me)CH-> 


II 


3-Ph-Pyri5 


0 


4-Zb 


9-93 


H 


Cn(Me)CH-) 


11 


2-Mc-Pyr-5 


0 


4-Zb 


9-94 


II 


CIKMOCH? 


H 


2.ni-Pyr^S 


o 


4-Zb 


9-95 


H 


CH(Mc)CH7 


H 


2-Ph.Pyr-5 


0 


4-Zb 


9-96 


H 


CH(Me)CH9 


ii 


2.McO-Pyr.5 


o 


4.Zb 


9-97 


H 


CH(Me)CHi 


H 


2.ElO-Pyr.5 


o 


4-Zb 


9-98 


H 


CH(Me)CH7 


VI 


2-iPrO-Pyr-5 


o 


4-Zb 
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Tiihlc 9 (C0n(.) 



Cpd. 
No 


r' 




R-» 


X 


Y 


Z. 1 


9-99 


H 


CH(Me)CH2 


11 


2-McS-Pyr-S 


U 


A-7.b 1 


9-100 


H 


CH(Mc)CH2 


M 


2-EiS-l'Yr-5 


U 


A.'/h i 


9-101 


H 


CH(;Me)Cl-b 


H 


2-iPrS-PYr-5 


u 


4.7b 1 


9-102 


H 


CH^Mc)CH7 


){ 


2-MeSO')-Pyr-5 


yj 


4-Zb 


9-103 


H 


CH(Me)CH2 


It 


2-EtS07-Pyf-5 


KJ 


4-Zb 1 


9-104 


II 


CH(;Me)CH7 


H 


2-tPrSO-)-Pyr-5 


9. 


4-Zb 1 


9-105 


II 


CH(Me)CH2 


H 


7-i3z-i yr-j 


o 


4-Zb 


9-106 


H 


CH(Me>CH2 


t t 




o 


4-Zb 


9-107 


H 


CH(Mc)CH2 


If 
H 




o 


4.Zb 
4.Zb 


9-108 


H 


CH(Me)CHi 


ft 
H 




o 


9-109 


H 


1 CH(Me)CM2 


II 




o 


4.Zb 


9-no 


H 


CH(MeKH-> 


H 


J-rn-l yr-o 


o 


4.Zb 


9-111 


H 


CH(Mc)CH2 


H 


2-Nic-Pyr'6 


\j 


4-Zb| 


9-112 


H 


CH(Mc)CH2 


n 


2-Ph-PYr-6 


U 




9-113 


H 


CH(Mc)CH2 


n 


2-Mc-Pym-4 




4-Zb 


9-114 


11 


1 CmMC)v.li2 


H 


2-Ph>Pym'4 


o 




9-115 


H 


CH(Mc)CH2 


H 


2-McO-Pym-4 


0 


4-Zb 


9-116 


H 


CH(Mc)CH2 


H 


2-EiO-Pym-4 


o 


4-Zb 


9-117 


H 


CH(Me)CH2 


H 


2-iPrO-Pym-4 


o 


4-Zb 


9-118 


H 


CH(Me)CHi 


H 


2-McS-Pym.4 


0 


4-Zb 


9-1 19 


1 H 


1 CH(Me)CH2 


1 H 


2-ElS Pym-4 


0 


4-Zb 
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Tabic 9 (cont.^ 



Cpd. 
No. 


r1 




r3 


X 


Y 


z 


9-120 


H 


CH(Me)CH9 


H 


2-iPrS-Pym-4 


0 


4.Zb 


9-121 


H 


CH(Me)C!b 


H 


6.MeS-Pym-4 


O 


4-Zb 


9-122 


H 


CHfMclCH') 


II 


6-EtS-Pvm-4 


o 


4-Zb 


9-123 


H 


CH(Mc)CH2 


H 


6-iPrS-Pym-4 


o 


4-Zb 


9-124 


H 


CH(Me)CH2 


H 


2-PhS-Pym-4 


0 


4.Zb 


9-125 


H 


CH(Me)CH2 


H 


2-MeS02- 


o 


4.Zb 


9-126 


M 


CHfMc^CI b 


H 


2-ElSO')-Pvm-4 


0 


4-Zb 


9-127 


H 


CHfMclCHo 


H 


2-iPrS02- 
. Pym-4 


0 


4*Zb 


9-128 


H 


CH(Mc)CH2 


H 


2-PhS02- 
Pym-4 


0 


4.Zb 


9-129 


li 


CH(Me)CHi! 


H 


2-Nfe-Pyin-5 


0 


4-Zb 


9-130 


H 


CH(Me)CH7 


H 


2.Ph-Pvm-5 


0 


4-Zb 


9-13 1 


H 


CH(Me)Crio 


11 


2-McO-Pym-5 


o 


4-Zb 


9-132 


H 


CH(Mc)CHo 


H 


2-EiO-Pyin-5 


o 


4.Zb 


9-133 


H 


CH(Me)CIb 


H 


2-iPrO-Pym-5 


o 


4-Zb 


9-134 


H 


CH(Me)CH5 


H 


2-MeS-Pym-5 


o 


4-Zb 


9-135 


H 


CH(Me)CH7 


H 


2-EtS-Pym-5 


0 


4-Zb 


9-136 


II 


CH(Me)CH-j 


H 


2-!PrS-Pym-5 




4-7.h 


9-137 


H 


CH(Me)CIb 


II 


2-PhS-Pvm-5 


0 


4-Zb 



115 



EP 0 708 098 A1 
T:xh\c 9 (contq 




116 



EP 0 708 098 A1 



Table 9 (cont.) 



Cpd. 
No. 




R2 


r3 


X 


Y 


z 


9-157 


H 


CH(Me)CHo 


H 


3-ElO-Ph 


O 


4-2b - I 


9-1 58 


H 


CH(Me)CH2 


H 


4-EtO-Ph 


O 


4.Zb 


9-159 


H 


CM(Me)CHo 


H 


3-iPrO-Ph 


O 


4-Zb 


9-160 


H 


CH(Mc)CH7 


H 


4-iPrO-Ph 


O 


4-Zb 


9-161 


H 


CH(Me)CHi 


H 


3-MeS-Ph 


O 


4-Zb 


9-162 


H 


CH(Me)CHo 


H 


4-MeS-Ph 


O 


4.Zb 


9-163 


H 


CH(Me)CH7 


H 


3-EtS-Ph 


O 


4-Zb 


9-164 


H 


CH(Mc)CH? 


H 


4-EtS-Ph 


O 


4.Zb 


9-165 


H 


CWMeKH"? 


H 


3-iPrS.Ph 


O 


4.Zb 


9-166 


H 


CH(Me)CH7 


H 


- 4-iPrS-Ph 


o 


4-Zb 


9-167 


H 


CH(Mc)CH2 


H 


3.MeS07-Ph 


0 


4-Zb 


ft 1 iC o 


ri 




n 


4-MeSOi>Ph 


o 


4-Zb 


9-169 


H 


CH(Me)CH2 


H 


3-EtSOTPh 


0 


4.Zb 


9-170 


H 


CH(Me)Cn7 


n 




KJ 


4.7h 


9-171 


H 


CH(Me)CHi 


H 


3-iPrS09-Ph 


o 


4.Zb 


9-172 


H 


CH(Mc)CH7 


H 


4.!PrSO>»-Ph 


o 


4.Zb 


9-173 


H 


CH(Me)CH2 


H 


3-(l-Me- 
Imid-4)Ph 


o 


4.Zb 


9-174 


H 


CH(Me)CH2 


H 


4^l-Me- 
Iniid-4)Ph 


o 


4-Zb 
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Table 9 (cent.) 



Cpd. 
No 


r1 


r1 




X 


Y 


z 


9-175 


H 


CH(Mc)CH2 


if 


l-Me-2-Ph- 
Imid-4 


0 


A-Zb 


9-176 


H 


CH(Me)CH2 


H 


1.4-diMe-2- 
Ph-lmid-5 


O 


4.Zb 


9-177 


H 


CH(Me)CH2 


H 


1.5-diMe-2. 
Ph.lmid-4 


0 


4-Zb 


9-178 


II 


CH(Me)CHT 


H 


3.4-MdO-Ph 


o 


4-Zb 


9-179 


H 


CH(Me)CH2 


H 


4-(4.MeO- 
Ph)Ph 


o 


4-Zb 


9-180 


H 


CH(Me)CH2 


H 


4.(3.4-MdO- 
Ph)Ph 


0 


4-Zb 


9-181 


H 


CH(Me)CH2 


H 


4-(PhSG2- 
N(Mc)lPh 


0 


4-Zb 


9-182 


H 


CH(Me)CH2 


H 


4-((Pyr.3)S02- 
N(Me)lPh 


o 


4-Zb 


9-183 


H 


CH(Me)CH2 


H 

1 


4-(PhS02- 
NH)Ph 


o 


4-Zb 


9-184 


H 


CH(Me)CH2 


H 


4-((Pyr.3)S02- 
NHlPh 


o 


4.Zb 


9-185 


H 


CH(Me)CH2 


H 


4-((Pyr.2)- 
SO^lPh 


o 


4-Zb 


9-186 


H 


CH(Me)CH2 


H 


4.((Pyr-3)- 

SO?lPh 


0 


4-Zb 


9-187 


H 


CH(Me)CH2 


H 


4-((Pyr-2)S02- 
N(Mc))Ph 


0 


4-Zb 



118 



EP 0 708 098 A1 



Table 9 fcont.^ 



Cpd. 
No 






i 


X . 


Y 


z 




H 


CH(Me)CH2 


H 


4-{(Pyr-2)S02- 
NlllPh 


o 

> 




9-189 


II 


CH(Me)CH7 ■ 


H 


4-(4.Me-Ph)Ph 


o 


4-Zb 


9-190 


11 


CH(Me)CH7 


H 


4-(4-F-Ph)Ph 


o 


4.Zb 


9-191 


H 


CH(Mc)CH2 


H 


4-(4-CF3-Ph)Ph 


o 


4-Zb 


9-192 


H 


CH(Me)CH2 


H 


2-[4-Me-PhS02- 
N(Me)l-Pyr-5 


0 


4-Zb 


9-193 


H 


CH(Me)CH2 


H 


2-HO-Pyr.5 


o 


4.Zb 


9-194 


H 


CH(Me)CH? 


H 


2-BzO-Pyr-5 


0 


4-Zb 


9-195 


H 


CH(Me)CH? 


H 


4-f(Pyr-4)S07lPh 


o 


4-Zb 


n 1 AX 
9- 1 V6 


H 


CH(Me)CH2 


H 


4-^2 4-diMeO- 
Ph)Ph 


o 


4-Zb 


9-197 


H 


CH(Me)CH2 


H 


4-(2.5-diMcO- 
Ph)Ph 


0 


4-Zb 


9-198 


H 


CH(Me)CH-> 


H 


3-HO-Ph 


0 


4-Zb 


9-199 


H 


CH(Me)CH7 


H 


4-HO-Ph 


o 


4.Zb 


9-200 


11 


CH(Me)CH2 


H 


5-AcO-2-HO- 
3.4.6-triMe-Ph 


0 


4-Zb 


9-201 


H 


CH(Me)CH2 


H 


4-HO-3.5- 
diMe-Ph 


o 


4-Zb 


9-202 


H 


CH(Me)CH'> 


H 


3-AcO-Ph 


o 


4-Zb 


9-203 


H 


CH(Me)CIb 


H 


4-AcO-Ph 


o 


4-Zb 
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Tabic 10 



Cpd. 
No. 


rI 






X 


Y 


z 


10-1 ' 


Mc 


CH(Me)CH7 


H 


Ph 


0 


4-Zb 


10-2 


Mc 


CH(Me)CH7 


H 


Np-1 


O 


4-Zb 


10-3 


Me 


CH(Mc)CH5 


H 


Np-2 


O 


4.Zb 


10-4 


— ■ J— 

Mc 


CH(Me)CH7 


H 


4-Me-Ph 


0 


4-Zb 


10-5 


Me 


CH(Me)CH7 


H 


4-Et-Ph 


O 


4-Zb 


10-6 


Me 


CH(Me)CH9 


H 


3-iPr-Ph 


0 


4-Zb 


10-7 


Me 


CH(Me)CH7 


H 


4-iPr-Ph 


0 


4-Zb 


10-8 


Me 


CH(Me)CH5 


H 


3-lBu.Ph 


0 


4-Zb 


10-9 


Mc 


CH(Me)CIl9 


H 


4-inu-Ph 


o 


4-Zb 


tOlO 


Mc 


ClI(Me)CM:j 


H 


3-a-Ph 


o 


4.Zb 


lo-n 


Me 


CH(Mc)CH2 


H 


4-CI-Ph 


0 


4-Zb 


10-12 


Me 


CH(Me)CH7 


H 


3-Br-Ph 


0 


4-Zb 


10-13 


Me 


CH(Me)CH? 


H 


4-Br-Ph 


0 


4-Zb 


10-14 


Me 


CH(Me)CIb 


H 


3-Ph.Ph 


o 


4-Zb 


10-15 


Me 


CH(Mc)CH9 


11 


4.Pli-Ph 


0 


4-Zb 


10-16 


Me 


CH(Me)CH7 


H 


3-Bz-Ph 


o 


4.Zb 


10-17 


Me 


CH(Me)CH9 


H 


4-Bz-Ph 


0 


4-Zb 


in-iR 


Me 


CH(Me)CH7 


H 


3-PliO-Ph 


0 


4-Zb 


10-19 


Me 


CH(Me)CH7 


H 


4-PhO-Ph 


0 


4-Zb 


10-20 


MiB' 


. CH(Mc)CH5 


H 


3-PhS-Ph 


0 


4.Zh 
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Table 10 fcont.^ 



Cpd. 
No. 


iO 


r2 




X 


Y 


z 


1 n 0 1 

1 U-w 1 


Ma 
lYlc 




1 1 




U 


4 VI. 

4-AU 




ivie 


i-rHlviejL.ri7 


LI 




U 


4-^D 




IVIC 


v_n^rvic /v«.n7 


n 




r\ 

KJ 




10-24 


Mc 


CHfMc^CII^ 


n 


3-nmid-nPh 


0 


4-Zb 


10-25 


Mc 


CH(Mc)CH7 


II 


4-(Imid-l)Ph 


o 


4-Zb 


10-26 


Me 


CH(Mc)CH7 


H 


3-(Imid-4)Ph 


0 


4-Zb 


10-27 


Mc 


CH(Me)CI h 


H 


4-(Imid-4)Ph 


0 


4-Zb 


10-28 


Mc 


CH(Mc)CH7 


H 


3-(Fur-2)Ph 


0 


4-Zb 


10-29 


Me 


CH(Mc)CH'> 


H 


4-(Fur-2)Ph 


0 


4-Zb 


10-30 


Me 


CH(Me]CH7 


11 


3-(Thl-2)Ph 


0 


4-Zb 


10-31 


Me 


CH(Me)CII-) 


il 


4.(Thi-2)Ph 


0 


4-Zb 


10-32 


Me 


CH(Mc)CHi 


H 


3-(Thi-3)Ph 


0 


4-Zb 


10-33 


Mc 


CM(Me)CH7 


H 


4-(Thi-3)Ph 


0 


4.Zb 


10-34 


Me 


CH(Me)CH9 


H 


3-(Pyr-2)Ph 


0 


4.Zb 


10-35 


Mc 


CH(Me)CH7 


H 


4-(Pyr-2)Ph 


0 


4.Zb 


10-36 


Mc 


CH(Me)CH9 


H 


3-(Pyr.3)Ph 


0 


4-Zb 


10-37 


Mc 


CHCMcKH-) 


]{ 


4-(Pyr-3)Ph 


0 


4-Zb 


10-38 


Mc 


GH(Mc)CH^ 


H 


' 3-(Pyr.4)Ph 


0 


4.Zb 


10-39 


Mc 


CH(Me)CH9 


H 


4-(Pyr-4)Ph 


0 


4.Zb 


10-40 


Mc , 


CH(Me)CH-) 


H 


3-(Oxa-2)Ph 


0 


4-Zb 
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Tnhic 10 (cont.) 



^ 1 


L.pu. 

No. 




r5 


^ r 


X 


Y 


^ 1 




10-U 


Mc 


CIUMcKMi 


il 


4(Oxa-2)Ph 


O 


4.Zb 


to 1 


10-42 


Me 


CH(Me)CH9 


H 


3-(Oxa.4)Ph 


O 


4-Zb 




Tin J 

10-43 


Mc 


CH(Me)CH2_ 


11 


4.(Oxa-4)Ph 


O 


4-Zb 




10-44 


Mc 


CH(Me)CH7 


H 


3-(Oxa-5)Ph 


O 


4-Zb 


IS 


10-45 


Mc 


CH(Mc)CHt 


II 


4-(Oxa.5)Ph 


O 


4>Z1> 




10-46 


Me 


CH(Me)CH2 


H 


3-^Thiz-2)Ph 


0 


4-Zd I 




10-47 


Mc 


CH(Mc)CIb 


11 


4-(Thiz-2)Ph 


0 


4 "71- 1 

4 -AO 1 


20 


I0-4S 


Me 


CH(Mc)CH2 


H 


3-^Thiz-4)Ph 


0 


A 1 

4-Zd I 




10-49 


Mc 


CH(Me)CH^ 


H 


4-(Thi2-4)Ph 


o 


4-Zb 1 


rs 


10-50 


Me 


CH(Me)CH7 


H 


3-(TI«iz-5)Ph 


0 


4-Zb 1 






Mc 


CH(Me)Cll2 


II 


4-{Tlii7.-5)Pli 


0 


4-Zb 


JO 


1 10-51 
10-52 


Mc 


CIKMc)CIb 


11 


l-Mc-Pyrr-2 


0 


4-Zb 


10-53 


Me 


CH(Mc)CH2 


H 


l-Ph-Pyrr-2 


o 


4-/.b 




10-54 


Me 


CH(Me)CH9 


H 


l-Bz-PYrr-2 


o 


4-Zb 1 




10-55 


Me 


CH(Me)CH2 


H 


3-Me-rur-2 




4-Zb 1 




10-56 


Me 


CH(Me)CH2 


H 


5-Ph-Fur-2 


0 


4-Zb 




10-57 


Me 


CH(Mc)CH7 


H 


S-Mc.Thi-2 


0 


4-Zb 




10-SS 


Mc 


CH{Mc)Clh 


11 


5-Ph.Thi-2 


o 


4.Zb 




10-59 


Mc 


CH(Me)CM2 


H 


5-Mc-T1ii-3 


0 


4-Zb 


4e 


1 10-60 


Me 


CH(Me)CH-) 


H 


5-Ph-Thi-3 


o 


4-Zb 1 



55 
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Table lQ( cnnr ) 
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I 



EP 0 708 098 A1 



Tahip 10 front.) 



s 


Cpd. 
No. 


rI I 


R2 


r3 I 


X 1 


Y 


z 1 




10-99 


Mc 


cn(Me)cni 


II 


2-McS-Pyr-5 


0 


4.Zb 


lO 


t f\ 1 on 


Me 1 


CH(Me)CH2 


H 


2-EtS-Pyr-5 


O 


A-Zb 




in ini 


Me 1 


CH(Mc)CIb 


11 


2MPrS-Pyr-5 


0 


4-Zb 


15 


I U- 1 V 1 

10*102 


Me 


CH(Me)CJl2 


11 


2-McS02- 
Pvr-5 


0 


4-Zb 




10-103 


Mc 


CH(Me)rH2 


II 


2-EiS07-Pyr-?^ 


0 


4-Zb 


r0 


10*104 


Mc 


CH(Me)CH2 


H 


2-iPrS02- 

Pvr-5 


0 


4.Zb 




10-105 


Mc 


CH(Me)Cn2 


II 


2-Bz-Pvr-5 


o 


A 7K 1 




10-106 


Mc 


CH(Mc)CH2 


H 


2-PhO-Pyr-5 ] 


o 


4 7Wi 1 
M-/.D 1 


25 


10-107 


Mc 


CH(Me)CM2 


H 


2-PhS-P.yr-5 


0 






10-lOS 


Mc 


CH(Mc)CH2 


H 


5 


0 


f Tl* 1 

4-Zd I 


JO 


1 0- 1 09 


Me 




H 


3-MePvr*6 


0 


4-Zb 




10-1 10 


Me 




H 


1 3-FU-PYr-6 


0 


4-Zb 1 


:*$ 


10-111 


Mc 




H 


2-Mc-Pyr-6 


0 


4-Zb 




10-112 


Mc 


CH(Mc)CH2 


H 


2-Pli-Pyr-6 


1 0 


4-Zb 




10-113 


Me 


Cfl(Me)CH7 


H 


1 2-Mc-Pym-4 


0 


4-Zb 


40 


10-il4 


Me 


CH(Me)CH2 


H 


2-Ph-Pvm*4 


0 


4-Zb 




10-115 


Me 


CH(Me)CHi 


H 


2-McO-Pym-4 


o 


4-Zb 


4S 


10.116 


Me 


CWMcKH? 


H 


2-EtOPvm.4 


o 


4-Zb 




10-117 


Me 


1 CH(Me)CH2 


H 


1 2-iPrO-I*vm-4 


1 o 


4-Zb 1 



50 



55 
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s 


Cpd. 
No. 


rI 


R2 


R3 


1 X 


Y 


7 




10-118 


Mc 


CH(Mc)CH:) 


ti 


2-McS-Pym-4 


0 


4-Zb 


10 


10-119 


Mc 


CH(Mc)CH-i 


H 


2-ElS-Pvm-4 


\j 


*I-/.D 




10-120 


^ft: 


CH(Me)CH, 


H 


2-iPrS-Pvm.4 


0 


4-Zb 


15 


10-121 


Mc 


CH(Mc)Clb 


H 


6-MeS-Pvni-4 


0 


4-Zb 


10-122 


Me 


CH(Me)CH9 


H 


6-EtS-Pvm-4 


0 


4-Zb 




10-123 


Me 


CH(Me)CII^ 


H 


6-iPrS-Pvm-4 


0 


4-Zb 




10-124 


Me 


CHCMc)CH^ 


H 


2-PhS-Pvm.4 


n 






10-125 


Mc 


CH(Mc)CHo 


II 


2.MCSO2- 

Pym-4 


f\ 
\J 


4-Zo 


cs 


10-126 


Me 


CH(Me)CH2 


H 


2.EtS02- 
Pym-4 


0 


4.Zb 


30 


10-127 


Mc 


CH(Mc)CH2 


H 


2-iPrS02- 

Pv/fTI A 

r yjll-H 


0 


4.Zb 




10-128 






u 
n 


2-PhS02- 
Pym-4 


0 


4-Zb 




10-129 


Mc 


CH(McKH-> 


H 


2-Mc-Pym-5 


0 


4-Zb 




10-130 


Me 


CH(Me)CH:> 


H 


2-Ph-Pvm-5 


0 


4.Zb 




10-131 


Mc 


CH(Mc)CH-. 


H 


2-McO-Pym-5 


0 


4-Zb 


40 


10-132 


Mc 


CH(Mc)CH:) 


11 


2-EtO.Pym-5 


0 


4-Zb 




10-133 


Mc 


CH(Mc)CH-) 


H 


2-iPrO-Pym.5 


0 


4.Zb 




10-134 


Me 


CH(Mc)CH9 


H 


2-MeS.Pym-5 


0 


4-Zb 




10-135 


Me 1 


CH(Me)CH'> 




2-FiS-Pvm-5 


0 


4.Zb 



so 

# 



126 



EP 0 708 098 A1 



Tabic lU (cont.) 



Cpd 
No. 






RJ 


X 


Y 


z 


-10-136 


Mc - 


CH(Mc)CIl2 


ii 


2-iPrS-Pym-5 


0 


4-Zb 


10-137 


Me 


CH(Me)CH') 


H 


2-PhS-Pym-5 


0 


4-Zb 


10-138 


Mc 


CH(Me)CH2 


H 


Pym-5 


0 


4-Zb 


_ 10-139 


Me 


CH(Me)CH2 


H 


2-E1SO2- 
Pym-5 


0 


4-Zb 


" 10-140 


Mc ~ 


CH(Me)CH2 


H 


2-iPrS02- 
Pym-5 


0 


4-Zb 


10-141 


Mc 


Cn(Me)CH2 


ft 

H 


2-PhS02- 
Pym-S 


U 




10-142 


Me 


CH(Me)CH? 


hi 


lnd-2 


0 


4-Zb 


10-143 


Mc 


CH(Me)CH-7 




Indo 


0 


4-2b 


10-144 


Mc 


CH(Mc)CH5 


..'ll 


l.Mc-rnd.2 


0 


4-Zb 


10-145 


Mc 


CH(Mc)CH7 


■H 


J-Mc-lnd-3 


0 


4-Zb 


10-146 


Mc 


CH(Mc)CH7 


II 


I)imid-2 


0 


4 -7 b 


10-147 


Me 


CH(Me)Cn7 


H 


Boxa-2 


0 


4-Zb 


10-148 


Mc 


CH(Mc)CMi 


M 


nihi2-2 


0 


4-Zb 


10-149 


Me 


CH{Mc)CH2 


• H 


Qijin-2 


0 


4-Zb 


— 10-150 - 


Mc - 


CH(Mc)CH5 


M 


3-Qiiin 


0 


4-Zb 


- 10-151 


Me ■ 


CHCMeKH? 


H 


4-Qtjin 


0 


4-Zb 


10-152 


Me 


CH(Mc)CH7 


H 


1 -iQuin 


0 


4.Zb 


10-153 


Mc 


CH(Mc)CIh 


II 


3-iQuin 


0 


4-/1) 
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Fahle 10 (conL) 



Cpd. 

No. 




R2 




X 


Y 


z 


10-154 


Mc 


CH(Me)CH') 


H 


4-iQuin 


0 


4-Zb 


10-155 


Me 


CH(Me)CH-> 


H 


3-MeO-Ph 


O 


4-7.h 


10-156 


Mc 


CH(Me)CH-. 


H 


4-McO-Pli 


O 


4-7.b 


10-157 


Me 


CH(Me)CHT 


H 


3-ElO-Ph 


O 


4-2b 


lO-ISR 


Me 


CII(Me)CHo 


M 


4-EiO-Ph 


0 


4.Zb 


10-159 


Me 


CH(Mc)CH-5 


H 


3-iPrO-Ph 


0 


4.Zb 


10-160 


Me 


CH(Me)CH-j 


H 


4.iPrO.Ph 


o 


4-Zb 


10-161 


Mc 


CH(Mc)CH7 


H 


3.McS.Ph 


0 


4-Zb 


10-162 


Mc 


CH(Mc)CH-) 


il 


4-MeS.Ph 


0 


4-Zb 


10-163 


Mc 


Cn(Me)CHi 


II 


3-HlS.|»l» 


0 


4.Zb 


10-164 


Mc 


CH(Me)CH-) 


H 


4-EiS-Ph 


o 


4-2b 


10-165 


Mc 


CH(Me)CH-) 


H 


3-iPr.S-Ph 


o 


4.Zb 


10-166 


Me 


CH(Me)CH-) 


H 


4-iPrS-Ph 


o 


4-Zb 


10-167 


Me 


CH(Me)CH, 


II 


3-McS0i-Ph 


0 


4-Zb 


10-168 


Mc 


CH(Me)CH-) 


H 


4-McS0-)-Ph 


o 


4-Zb 


IU-169 


Mc 


CII(Mc)CIb 


H 


3-EtSO-j-Ph 


o 


4.Zb 


10.170 


Mc 


CH(Me)CIIi 


H 


4-EtS07-Ph 


0 


4-Zb 


10-171 


Mc 


Cli(Me)Cib 


H 


3-iPrS09-Ph 


0 


4-Zb 


10-172 


Me 


CH(Me)CH7 


H 


4-iPrS07-Ph 


0 


4-Zb 


10.171 


Me 


CH(Mc)CH2 


H 


3-(I.Me- 
Imid -1)Ph 


o 


4-Zb 
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Tnhlp in (cont.) 



f 


Cpd. 1 

NJr» 1 






R-* ■ 


X 


Y 


z 




FNO. 1 

10-174 


Mc 


CH(Mc)CH2 


H 


4-(l-Mc- 

Imid-4)Pli 


o i 


4-Zh 


to 




10-175 


Me 


CH(Mc;i«ri2. 




l-Mc-2-Ph- 
ltnid-4 


o 


4-Zb 


IS 1 


10-176 


Mc 


^l4^^>lr^PH-l 1 




l,4-diMe-2- 
Ph-lmid-5 


o 


4.Zb 




10-177 


MC 




M 


1.5-diMc-2- 
Ph-I mid-4 


0 




ro V 


10-178 


|VIC 


CH(Mc)Cn-) 


11 


3.4-MdOPh 


o 


4-ZV 




10-179 


Mc 


CH(Me)CIh 


• 1 

H 


4-(4-McO- 
PtQPii 


o 


4.Zb 


rs 


10-180 


Mc 


CH(Mc)CH2 


11 1 


4-(3.4-MdO- 
PMPh 


0 


4.Zb \ 


JO 


10-181 


1 Mc 


CH(Mc)CH2 


H 


4-lPhS02- 

N(Mc)lPl> • 


0 


4-Zb 




1 10-182 


Me 


CH(Me)CH2 


H 


4-((Pyr-3)S02- 
N(Mc)lPii 


0 


4-Zb 


.15 


1 I0-18J 


1 Mc 


CH(Mc)Cn2 


11 


1 4-(PhS02NH)- 


0 


4-Zb 


40 


10-184 


Mc 


CH(Mc)CH2 


H 


1 4.l(l»yr-3)s62- 
NHlPh 


o 


4-Zb 




1 10-185 


Me 


CH(Mc)CH2 


H 


1 4-t(Pyr-2)- 
SOilPh 


0 


ij 4-Zb 


4S 


1 10-186 


Mc 


CH{Mc)Cll2 


11 


1 4.((Pyr-3)- 
1 SOnlPh 


1 " 


4-Zb 



50 
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Tnhle 10 fcont.> 



Cpd. 

No. 








X 

f 


Y 


z 


10-187 


Mc 


Cn(Mc)Cll2 


11 


4-((Pyr-2)S02- 
N(Mc)lPh 


0 


4'Zb 


10-188 


Me 


CH(Me)CH2 


H 


4-[(Pyr-2)S02- 
NHIPh 


O 


4.Zb 




I>1C 




H 


4-(4-Mc-Ph)Ph 


O 


4-Zb 


10-190 


Mc 


CH(Mc)CH? 


il 


4-(4.F-Ph)Ph 


O 


4-Zb 


10-191 


Mc 


CH(Me)CH2 


H 


4-(4-CF'5-Pn)Ph 


O 


4.Zh 


1<-192 


Me 


CH(Me)CH2 


H 


2-[4-Me-PhS02- 
N(Me)lPyr-5 


0 


4.Zb 




10-193 


Mc I 


CH(Me)ai7 


II 


2-HO-Pyr-5 


0 


4-Zb 


10-19'1 


Mc 


CH(Me)CH2 


H 


2-B30-Pyr-5 


0 


4-Zb 


lO-lQS 


Mc 


CH(Mc)CH5 


II 


4-r(PYr-4)S09lPh 


0 


4.Zb 


10-196 


Mc 


CIKMe)CH2 


11 


4.(2.4-diMeO- 
Ph)Ph 


o 


4-Zb 


10-197 


Me 


CH(Me)CH2 


H 


4-(2,5-diMcO- 
Ph)Ph 


0 


4-Zb 


10-198 


Mc 


CH(Mc)CH2 


II 


3-IlO-Ph 


0 


4.Zb 


10-199 


Mc 


CHCMeKH^ 


H 


4-HO-Ph 


o 


4.Zb 


i 0-200 


Me 


CH(Me)CH2 


11 


5.Ac0.2-HO- 

3.4.6-triMe-Ph 


o 


4.Zb 


10-201 


Me 


CH(Me)CH2 


H 


4-HO-3.5-diMc- 
Ph 


o 


4-Zb 
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Tnbic 10 (cont.) 

' 



5 


Cpd. 
No. 


rI 






X 


Y 


Z 




10-202 


Mc 


CH(Mc)CH2 


II 


3.AcO-Ph. 


O 




10 


10-203 


Me 


CH(Mc)CH7 


,., 


'l-AcO Fh 


0 


4-Zb 



*r 



15 . 



CO 



r5 



JO 



so 
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table 1 1 



Cpd 
No. 




R2 




X 


Y 


z 


1 l-l 


H 


C^Me^-iCHo 


H 




o 


4-Zb 


I 1-2 


H 


C(Me)9CH7 


H 


4-iPr-Ph 


o 


4-Zb 


I lO 


H 


C(Mc)9CH2 


I! 


3-Ph.Ph 


o 


4.Zb 


11-4 


H 




H 


4-Ph.Ph 


o 


<4-Zb 


U-5 


H 


C(MebCn7 


H 


Pyr-3 


0 


4-Zb 


U-6 


H 


C(McbCIb 


II 


5.Mc.Pyr-3 


0 


4-Zb 


11-7 


H 


C(MebCH2 


H 


5-Et-Pyr.3 


0 


4.Zb 


II-8 


II 


C(Mc)3Cl h. 


11 


5-Ph-Pyr-3 


0 


4.Zb 


1 1-9 


II 


C(Me')->Clb 


H 


6-Me-Pvr-"i 


0 


4-Zb 


11-10 


II 




H 


6-El-Pyr-3 


o 


4-Zb 


1 i.n 
11*11 


1 1 




\\ 


6.Ph.Pvr.3 


0 


4-Zb 




1-1 




H 


6-McO-l'vr-3 


o 


4-Zb 


1 1-13 


H 


CCMcbClb 


H 


6-ElO-Pyr-3 


o 


4-Zb 


M-M 


H 


C(MebCIb 


H 


6-iPrO-Pyr-3 


o 


4.Zb 


11-15 


H 




H 


6-McS-Pyr.3 


o 


4-Zb 


11-16 


H 


C(Me)?C»7 


H 


6-EtS-Pyr-3 


o 


4-Zb 


11-17 


H 


C(Me)9CIh 


H 


6-iPrS-Pyr-3 


o 


4-Zb 


11-18 


H 


C(Me)5CHT 


11 


6-MeSO-?-Pyr-3 


o 


4-Zb 


11-19 


II 


C(MchCll2 


H 


6-EiS09-Pyr-3 


o 


4-7.li 


11-20 


H 


C(Me)2CHo 


II 


6-iPrSO'>-Pyr-3 


o 


4-Zb 
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Tabic 1 1 (cont.) 



Cpd. 
No. 


rI 




r5 


X 

'• 


Y 


z 


11-21 


11 


r(Mc)2ni2 




6-n7-Pyr-3 


0 


4-Zb 


11 -22 


11 


C(Mc)2CH2 


H 


6-Pl)0-Pyr-3 


O 




1 1-23 


H 


C(Mc)2CH2 


H 


6-PhS-Pyr-3 


O 


A-Zh 


1 1-24 


H 


C(Me)-)CH-> 


H 


6-PhSO->-PYr-3 


0 


4-Zb 


1 1.2S 


H 


C(Mc)t)CHi 


n 


Quin-2 


0 


4-Zb 


11-26 


H 


C(Mc)iCn2 


H 


4-McO-Ph 


O 


4-Zb 


1 1-27 


H 


C(Me)5CH5 


H 


4-ElO-Ph 


0 


4-Zb 


1 1-28 


H 


C(Mc)2Cll2 


H 


4-iPrO-Ph 


O 


4-Zb 


1 1-29 


H 


C(Mc)2Cll2 


11 


4-Mc.S-Pn 


O 




r- • 

n-30 


II 


C{Mc)2CH2 


H 


4.ElS-Ph 


0 


4-Zb 


11-31 


II 


CCMOiClh 


il 


4.iPrS-Ph 


0 


4.Zh 


11-32 


H 


C(Mc)-.CIh 


II 


4.MeS0?-Ph 


0 


4-Zb 


11-33 


n 


C(Mc)7CH2 


H 


4-EtS02-Ph 


0 


4.Zb 


1 1-34 


H 


C(Mc)-»CH2 


H 


4-iPrS02-Ph 


o 


4-Zb 



133 



0 708 098 A1 



Fahlc 12 



Cpd. 
No 


r1 


r2 




X 


Y 


2 


12-1 


Mc 


C(Mc)7CH5 


11 


4-E|.Ph 


0 


4-Zb 


12-2 


Me 


C(McbCIh 


II 


4-iPr-Ph 


o 


4-7.b 


12-3 


Me 


C(MchCll2 


H 


3-Ph.Ph 


o 


4.7.b 


12-4 


Me 


C(Me)5CH7 


M 


4.PI».Ph 


0 


4-2b 


12-5 


Me 


C(Me),CH:, 


H 


Pvr-3 


0 


4-Zb 


12-6 


Mc 




11 


5-Mc-Pyr-3 


0 


4-Zb 


12-7 


Mc 


C(MebCH? 


H 


5-Et-Pyr-3 


o 


4-Zb 


12-8 


Mc 


QMcbCH? 


11 


5-Ph-Pyr-3 


o 


4-Zb 


12-9 


Me 


C(MehClh 


H 


6-Mc-Pyr-3 


o 


4-7b 


12-10 


Me 


C(McbCH, 


11 


6-El-Pyr-3 


0 


4-Zb 


12-11 


Me 


C(Me)7CH, 


H 


6-Ph-Pyr-3 


o 


4-Zb 


12-!2 


Me 


C(Me)2CH? 


[I 


6-McO-Pyr-3 


o 


4-Zb 


12-13 


Mc 


C(MebCH9 


H 


6-ElO-Pyr-3 


o 


4-Zb 


12-l'» 


Me 


C(MebCH7 


H 


6-iPrO-Pyr-3 


0 


4-Zb 


12-15 


Mc 


C(MebCH9 


11 


6-MeS-Pyr-3 


0 


4-Zb 


12-16 


Mc 


CCMcbCH? 


H 


6-E«S.Pyf-3 


o 


4-Zb 


12-17 


Me 




H 


6-iPrS-Pyr-3 


0 


4-Zb 


12-18 


Me 


C(Me)?CHo 


H 


6-MeS02-Pyr-3 


o 


4-Zb 


12-19 


Me 


aMe)?^^ 


H 


6-ntS09-Pyr-3 


0 


4-Zb 


12-20 


Me 


C(MebCH7 


H 


6-iPrSO')-Pyr-3 


o 


4-Zb 
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Tnhk' 12 (cont.) 



Cpd. 


Rl 1 




RJ 




T 1 




No. 
"12-21 


Mc 


"C(Mc)?cn2 


1 1 
1 1 


fi-U/.-l'yr-.V 


o 


4.7.b 




Mc 


C(;Me)?CH? 


I 1 


6-PliO-P>T-3 


o 


4-Zb 


12-22 


Mc 


C(Me)2CH2 . 


11 
I I 


6-PhS-Pvr-3 


0 


4.Zb 


12-23 


Mc 


C(;Mc)'>CH7 


u 

ri 


6.PhSO->-Pvr-3 


0 


4-Zb 


12-24 


Me 




H 


Oviin-2 


0 


4-Zb 


'12-25 


Me 1 


C^Mc)7<-«l2 


H 


4-McO-Ph 


0 


4-Zb 


12-26 


Me 


C^MepU»2 


II 


4-ElO-Ph 


0 


4-Zb 


12-27 

1 TO 


Me 


qMcbCll? 


n 


4-iPrO-Pl» 


0 


4-Zb 


1 Z-Zo 
12-29 


Me 


C(;MebCH7 


H 


4 McS-Pli 


0 


4-Zb 




Mc 


qMc)?Cll2 


11 


4-ElS-Ph 


0 


4-Zb 


12-30 


Me 


C(Mc)2CH2_ 


H 


4.iPrS-Ph 


0 


4-Zb 


12-31 
1 l2-32_ 


Me 


C(MebCHi 


H 


4-MeSO?-Ph 


0 


4-Zb 


1 12-33 


Me 


CljMcbCHi 


M 


4-IItSO-j-Ph 


0 


4-Zb 


1 12-34 


Me 


CfMebCHi 


H 


4-iPrS09-Ph 


1 0 


4-Zb 
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Cpd. 
No. 




R2 




X 


Y 


z 


13-1 


II 


CHiCIKMc) 


h( 




0 


4.2b 


13-2 


H 


CHiCH(Mc) 


H 


4-jPr-l'h 


0 


4-Zb 


13-3 


H 


CHiCH(Me) 


H 


3-Ph-Ph 


0 


4-Zb 


n-4 


H 


CHiCH(Me) 


H 


4-Ph-Ph 


o 


4-Zb 


13-5 


H 


CH^CHtMe) 


H 


Pvr-3 


0 


4-Zb 


13-6 


H 


CH-jCHCMc) 


H 


5-McPyr-3 


0 


4-Zb 


13-7 


H 


CH-jCHCMx:) 


II 


5-Et-PyrO 


0 


4-7.h 


13-8 


H 


CFbCIKMe) 


11 


5-Pli-Pyr-3 


0 


4-Zb 


13-9 


M 


ClliCll(Mc) 


11 


6-Mc-Pyr«3 


0 


4-Zb 


13-10 


II 


CIHCIKMe) 


in 


6-Ei-Pyr-3 


o 


4.7h 


13-11 


}-{ 




II 


6-Ph-Pvr-3 

U— 1 H-| ^ 1 - J 






13-12 






1 1 
1 1 








13-13 






u 

ri 








13-14 


H 


CHiCH(Me) 


n 


6-iPfO-Pyr-3 


0 


4.Zb 


13-15 


H 


CH9CH(Me) 


H 


6-McS-Pvr-3 


0 


4-Zb 


13-16 


H 


CH9CH(Me) 


H 


6-niS-Pyr-3 


o 


4.7.b 


13-17 . 


H 


CH9CH(Mc) 


H 


6-iPrS-Pyr-3 


0 


4-Zb 


13-18 


H 


ClbCH(Mc) 


H 


6-MeS09-Pyr-3 


0 


4-Zb 


13-19 


H 


CH-)CH(Me) 


H 


e-EiSOo-PyrO 


0 


4.Zb 


n-20 


H 


CH^CHCMe) 


II 


6-iPrSO')-Pyr-3 


0 





136 



EP0 708 098 A 1 



Table I J (coni.) 



Cpd. 

No. 




R2 




X 


Y 


z 




U 

n 




H 


o-n7-rvr-3 


0 


4-Zb 


1 T 10 


ri 


CI i7CM(Mc) 


H 


6-PhO-Pyr-3 


0 


4.Zb 


1 J J 


rl 


CH2CM(Mc) 


H 


6-PhS-Pyr-3 


0 


4.Zb 


1 T lA 


l-l 


L-li^t-l l(iV1c) 


f ff 
1 1 


6-PhS02-Pyr-3 


o 


4.Zb 




1 1 




M 
t i 


Quin-2 


iJ 


4-Ab 


13-26 


H 




tJ 

n 




VJ 


4 -AD 


13-27 


H 


CH'jCHCMe^ 






r\ 
kJ 




13-28 


H 


CH:>CH(Mc) 


H 


4-iPrO-Ph 


o 


4-Zb 
4.Zb 


13-29 


H 


ClbCUCMe) 


H 


4-McS-Ph 


o 


13-30 


H 


CHoCH(Mc) 


H 


4.ElS-Ph 


o 


4.Zb 


13-31 


H 


CH^CHCMc) 


H 


4.iPrS-Ph 


0 


4.Zb 


13-32 


H 


CH^CHCMc) 


H 


4.McS07-Ph 


0 


4-Zb 


13-33 


H 


CH5CH(Mc) 


H 


4-ElS0t>-Ph 


0 


4-Zb 


13-34 


II 


CH^CnCMc) 


H 


4-iPrS07-Ph 


0 


4.Zb 
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Table 14 



Cpd. 


rI 


r2 


r3 


X . 


Y 


z 


1 M- 1 


Me 




rl 












v.. I 1 JV-t t^ivicy 


H 


4-iPr-Ph 


o 


4-Zb 


14-3 


Me 


CH9CH(Me) 


H 


3-Ph-Ph 


0 


4-Zb 


14-4 


Me 


CH7CH(Me) 


H 


4-Ph-Ph 


0 


4-Zb 


I4-S 


Me 


CH^CHCMe) 


H 


Pyr-3 


0 


4-Zb 


14-6 


Me 


CH^CHCMe) 


H 


5.Mc.pyr-3 


0 


4.Zb 


14-7 


Me 


CH2CH(Me) 


H 


5-E|.Pyr-3 


0 


4-Zb 


14-8 


Me 


CHoCHfMe) 


H 


5-Ph-Pyr-3 


0 


4-Zb 




I VIC 




u 
11 


w IVIV ■ jTi J 




4.Zh 


l*t- lu 


lYlC 




u 
n 


fi-Pt-Pvr-1 






1 *f- 1 1 


Ml* 




H 


6.Ph-Pvr-3 

W — 1 — J 


vy 




1 4- 1 Z 


[Vie 


Lri2v.n\Mej 


U 

M 


o-ivie\j-ryr- J 


u 


A 7K 


14-13 


Me 


CH^CHCMe) 


H 


o-EtO-Pyr-3 


u 


4-Zo 


I A \ A 

14-14 


i\ie 


Cri^^^riviviej 


rl 




U: . 


H-Z.D 


14-15 


Me 


CH2CH(Mc) 


H 


6-MeS-Pyr-3 


o 


4-Zb 


14-16 


Me 


CH5CH(Mc) 


H 


6-ElS.Pvr.3 


0 


4.Zb 


14-17 


Me 


CH^CHCMc) 


H 


6-iPrS-Pyr-3 


o 


4-Zb 


14-18 


Mc 


CH5CH(Mc) 


H 


6-McSO-)- Pyr-3 


o 


4-Zb 


14-19 


Me 


CH9CH(Mc) 


H 


6.EtSO->-Pyr-3 


0 


4-Zb 


14-20 


Me 


CH9CH(Me) 


H 


6-iPrS07-Pyr-3 


o 


4-Zb 
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Table 14 (cont.) 
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Table IS 



Cpd. 
No. 




r2 


r3 


X 


1 ^ 


z 


15-1 


n 


CH(Me)CH(Me) 


H 


4-EJ-Ph 


O 


4-Zb 


15-2 


H 


CH(Me)CH(Me) 


H 


4.iPr-Ph 


O 


4-Zb 


15-3 


H 


CH(Me)CH(Me) 


H 


3-Ph-Ph 


o 


4-Zb 


15-4 


H 


CH(M€)CH(Me) 


H 


4-Ph-Ph 


o 


4-Zb 


15-5 


H 


CH(Me)CH(Me) 


H 


Pyr-3 


0 


4-Zb 


15-6 


H 


CH(Me)CH(Mc) 


H 


5-Me-Pyr-3 


0 


4-Zb 


15-7 


H 


CH(Me)CH(Me) 


H 


5-Et-Pyr-3 


0 


4-Zb 


15-8 


H 


CH(Me)CH(Me) 


H 


5-Ph-Pvr-3 


o 


4-Zb 


15-9 


H 


CH(Me)CH(Me) 


H 


6-Me-Pyr-3 


o 


4-Zb 


15-10 


H 


CH(Me)CH(Me) 


H 


6-Et-PYr-3 


0 


4-Zb 


15-11 


H 


CH(Me)CH(Mc) 


H 


6-Ph-Pyr-3 


0 


4.Zb 


15-12 


n 


CH(Mc)CH(Mc) 


H 


6-MeO-Pyr-3 


0 


4-Zb 


15-13 


H 


CH(Me)CH(Me) 


H 


6-EtO-Pyr-3 


o 


4-Zb 


15-14 


H 


CH(Me)CH(Me) 


H 


6-iPrO-Pyr-3 


o 


4-Zb 


15-15 


H 


CH(Me)CH(Me) 


H 


6-MeS-Pyr-3 


0 


4-Zb 


15-16 


H 


CH(Me)CH(Me) 


H 


6-ElS-Pyr-3 


0 


4.Zb 


15-17 


H 


CH(Me)CH(Me) 


H 


6-iPrS-Pyr-3 


0 


4.Zb 


15-18 


H 


CH(Me)CH(Me) 


H 


6-MeS02- 
Pyr-3 


0 


4.Zb 


15-19 


H 


CH(Me)CH(Mc) 


H 


6-EtSO?-Pyr-3 


0 


4-Zb 
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Table 15 fcon(,) 



5 


Cpd. 
No. 


R' 


r2 




X 


Y 


z 




15-20 


H 


CH(Me)CH(Mc) 


H 


6-iPrS02-Pyr- 
3 


0 


4-Zb 




15-21 


H 


CH(Me)CH(Me) 


H 


6-Bz-Pyr-3 


O 


4-Zb 




15-22 


H 


CH(Me)CH(Me) 


H 


6-PhO.Pyr-3 


O 


4-Zb 


IS 


15-23 


H 


CH(Me)CH(Mc) 


H 


6-PhS-Pyr-j 


0 


4-Zb 


lSi24 


H 


CH(Mc)CH(Mc) 


H 


6-PhS02- 
Pyr-3 


o 


4-Zb 


20 


1 S-25 


H 


CH(Me)CH(Me) 


H 


Ouin-2 


o 


4-Zb 




15-26 


H 


CH(Mc)CH(Me) 


H 


4-McO-Ph 


0 


4-Zb 




15-27 


H J 


CH(Mc)CH(Mc) 


M 


4-EtO-Ph 


0 


•J-Zb 


2S 


1 J-AO 


H 


CHfMc)CH(Mc) 


11 


4-iPrO-Ph 


0 


4-Zb 




15-29 


H 


CH(Me)CH(Mc) 


H 


4-MeS-Ph 


0 


4-Zb 


30 


15-30 


H 


CH{Me)CH(Me) 


H 


4-EtS-Ph 


0 


4.Zb 


1 5-3 1 


H 


CH(Me)CH(Me) 


H 


4-iPrS-Ph 


0 


4-Zb 




15-32 


H 


CH(McKH(Mc) 


H 


4-McS02-Ph 


0 


4.Zb 


35 


15-33 


H 


CH(McK:H(Mc) 


H 


4-EtS0'>-Ph 


o 


4-Zb 




15-34 


H 


CH(Me)CH(Mc) 


If 


4-iPrS09-Ph 


0 


4-Zb 



40 



4S 



SO 



55 
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Table 16 



5 


Cpd. 
No. 


R' 


R2 


R3 


X 


Y 


z 




16-1 


Me 


CII(Me)CH(Me) 


H 


4-Et-Ph 


O 


4-Zb 


fO 


16-2 


Me 


CH(Me)CH(Me) 


H 


4-iPr-Ph 


O 


4-Zb 




16-3 


Me 


CH(Me)CH(Me) 


H 


3-Ph.Ph 


O 


4-Zb 




16-4 


Me 


CH(Me)CH(Mc) 


H 


4-Ph-Ph 


O 


4-Zb 


IS 


16-5 


Mc 


CH(Mc)CH(Mc) 


H 


Pyr-3 


0 


4-Zb 




16-6 


Me 


CH(Mc)CH(Mc) 


H 


5-Me-Pyr-3 


O 


4-Zb 


20 


16-7 


Me 


CH(Mc)CH(Mc) 


H 


5-Et-Pyr.3 


O 


4.Zb 




16-8 


Me 


CH(Me)CH(Me) 


H 


5-Ph-Pyr.3 


O 


4-Zb 




16-9 


Me 


CH(MeX:H(Me) 


H 


. 6-Me-Pyr-3 


O 


4-Zb 


25 


16-10 


Me 


CH(Mc)CH(Mc) 


H 


6-El-Pyr-3 


O 


4-Zb 




16-11 


Me 


CH(Me)CH(Me) 


H 


6-Ph-Pyr-3 


0 


4-Zb 


30 


16-12 


Me 


CH(Mc)CH(Mc) 


H 


6-McO-Pyr-3 


0 


4-Zb 


16-11 


IVIC 




ri 


o-ciu-ryr- J 




4-ZD 




16-14 


Me 


CH(Me)CH(Me) 


H 


6-iPrO- Pyr-3 


o 


4-Zb 


35 


16-IS 


Me 


CH(Mc)CH(Mc) 


H 


6-MeS-Pyr-3 


o 


4-Zb 




16-16 


Me 


CH(Me)CH(Me) 


H 


6-EtS-Pyr-3 


o 


4-Zb 




16-17 


Mc 


CH(Me)CH(Me) 


H 


6-iPrS-Pyr-3 


o 


4.Zb 


40 


16-18 


Me 


CH(Me)CH(Me} 


H 


6-McS02- 
Pyr-3 


o 


4.Zb 


45 


16-19 


Me 


CH(Me)CH(Me) 


H 


6-EtSOi-Pyr-3 


o 


4-Zb 



SO 



55 
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Tnhic 16 (conU 



5 


PriH 1 

No 1 


r1 I 




^ r 




~ T 


z 




10-XU 


Me 


CH(Me)CH(Mc) 


H 


6-iPrS02- 
Pvr-3 


O 


4-Zb 


10 


16-21 


Me 


CH(Me)CH{Me) 


H 


6-Bz-Pyr-3 


0 


4-Zb 




16-22 


Me 


CH(;Me)CH(Mc) 


H 


6-PUO-Pyr-3 


0 


4-Zb 




16-23 


Me 


CH(Mc)CII(Mc) 


H 


6-PhS-Pyr-3 


O 


4.Zb 


IS 


16-24 


Me 


CH(Mc)CH(Mc) 


H 


6-PhS02-Pyr- 


O 


4-Zb 


20 


16-25 


Me 


CmMe)CH{Mc} 


u 


Ouin-2 


0 


4-Zb 


16-26 


Me 


CH(Mc)CHCMej 


11 

n 


4-McO-Ph 


0 


4-Zb 




16-27 


Me 


CH(Me)CH(Mc) 


l_I 

n 


4-ElO-Ph 


0 


4-Zb 


25 


16-28 


Me 


CH(Mc)CH(Mc) 


i-I 




0 


4-Zb 






Mc 


CH(Mc)CI l(Me) 


H 


4-McS-Ph 


0 


4-Zb 


30 


16-30 


Me 


CH(Me)CH(Me) 


H 


4-ElS-Ph 


0 


4-Zb 


16-31 


Me 


CH^Me)CH(Mc) 


H 


4.iPrS-Ph 


0 


4-Zb 




16-32 


Me- 


CH(MeKH(Me) 


H 


4.MeSO->-Ph 


o 


4.Zb 


35 


16-33 


Me 


CH(Me)CH(Mc) 


H 


4-EtSO-)-Ph 


0 


4-Zb 




16-34 


Me 


CH^MeKH(Me) 


H 


4-iPrS0?-Ph 


o 


4-Zb 



40 



45 



SO 
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Tahic 17 



Cpd. 

INO. 




r2 


r1 


X 


Y 


1 ^ 


17-1 


Me 


(CH7)?. 


ft 

H 


4-El-Ph 


S 


4-Zb 


1 7-2 


Me 




H 


4-iPr-Ph 


s 


4-Zb 


17-3 


Me 




H 


3-Ph-Ph 


s 


4-Zb 


17-4 


Me 




H 


4-Ph-Ph 


s 


4-Zb 


17-5 


Me 


(CH7)? 


H 


Pyr-3 


s 


4-Zb 


17-6 


Me 


(CH-yh 


H 


5-Mc-Pvr-3 


s 


4.Zb 


17-7 


Mc 




H 


5 -Et- Pyr-3 


s 


4.Zb 


17-8 


Mc 




H 


5«Ph-Pvr-3 


s 


4-Zb 


1 7-9 


Me 


(CH7b 


H 


n-Me- Pyr-3 


s 


4-Zb 


1 "7 1 A 


Me 




ri. 


o-tl-ryr-j 


c 


4-ZO 


1 7- M 






u 

n 




c 

0 




1 /- 1 X 


ivie 




rt 


o-ivieu-ryr-j 


c 
0 


4-^0 


1 f - u 


ivie 




LJ 

rl 


o-iiiu-ryr-j 


c 


4-^0 


17-14 


Me 




H 


6-iPrO- Pyr-3 


s 


4-Zb 


17-15 


Me 


(CH?)? 


H 


6.MeS-Pyr-3 


s 


4-Zb 


17-16 


Me 


(Clbb 


U 


6.EtS-Pyr-3 


s 


4.Zb 


17-17 


Me 


(CH2)7 


H 


6.iPrS-PyrO 


s 


4.Zb 


17-18 


Me 


(CH,)7 


H 


6-MeS07-Pyr.3 


s 


4.Zb 


17-19 


Me 


(CH,b 


H 


6.ElS07-Pyr-3 


s 


4-Zb 


17.20 


Me 


(CH7h 




6-iPrS07-Pyr.3 


s 


4-Zb 
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Table 18 



No. 


Rl 




^3 


X 


Y 


Z 


18-1 


Me 


(CIb)7 


H 


4-El-Ph 


NMe 


4-Zb 


18-2 


Me 


(CH,), 


H 


4.iPr-Ph 


NMe 


4-Zb 


18-3 


Me 


(CH,h 


H 


3-Ph-Ph 


NMe 


4-Zb 


18-4 


Me 


(CH?)7 


H 


4-Ph-Ph 


NMc 


4-Zb 


18-5 


Mc 


(CH7)? 


H 


Pvr.3 


NMe 


4.Zb 


18-6 


Me 


(CH,h 


H 


5.Me-PYr-3 


NMe 


4-Zb 


18-7 ^ 


Me 


(CH,b 


H 


5-Et.Pvr-3 


NMe 


4-Zb 


18-8 


Me 


(CH7)? 


H 


5-Ph-Pyr-3 


NMe 


4-Zb 


18-9 


Mc 


(CH,)7 


n 


6-Me-Pyr-3 


NMe 


4-Zb 


18-10 


Mc 


(CH7)7 


H 


6-Et-Pyr-3 


NMe 


4-Zb 


18-1 1 


Me 


(CH?)? 


H 


6-Ph-PYr.3 


NMe 


4-Zb 


18-12 


Me 


(CH,b 


H 


6-McO-Pyr-3 


NMc 


4-Zb 


18-13 


Me 


(CH?)? 


H 


6-EtO-Pyr-3 


NMc 


4.Zb 


18-M 


Me 


(CH9)7 


H 


6-iPrO-Pyr-3 


NMe 


4-Zb 


18-15 


Me 




H 


6-MeS-Pyr-3 


NMe 


4-Zb 


IS-16 


Me 


(CH9b 


H 


6-ElS-Pyr-3 


NMe 


4-Zb 


18-17 


Me 


(CH?)7 


H 


6-iPrS-Pyr-3 


NMe 


4-Zb 


18-18 


Me 


(CHob 


H 


6-MeS09-Pyr-3 


NMe 


4-Zb 


' 18-19 


Me 


(CH,b 


H 


6-EtS07-Pyr.3 


NMe 


4-Zb 


18-20 


Me 


(CHoh 


H 


6.iPrSO-)-Pvr-3 


NMe 


4-Zb 
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Table 18 (conU 



Cpd. 
No. 




R2 


R-* 


X 


Y 


Z 


18-21 


Mc 


(CH7b 


H 


6-Bz-Pyr-3 


NMe 


4-Zb 


18-22 


Me 




M 


6-PhO-Pyr-3 


NMc 


4-Zb 


•18^23 


Me 


(CHob 


H 


6-PhS-Pyr-3 


NMe 


4.Zb 


18-24 


Mc 


(CH9b 


H 


6-PhS07-Pyr-3 


NMe 


4-Zb 


18-25 


Me 


(CH7b 


H 


Quin-2 


NMe 


4-Zb 


18-26 


Me 




H 


4-McO-Ph 


NMe 


4-Zb 


18.-27 


Me 


(CH7b 


H 


4-EtO-Ph 


NMe 


4.Zb 


18-28 


Me 


(CH^b 


H 


4-iPrO-Ph 


NMe 


4-Zb 


18-29 


Me 


(CH^b 


H 


4-McS-Ph 


NMc 


4-Zb 


18-30 


Me 


(CH,)7 


H 


4-EtS-Ph 


NMe 


4-Zb 


18-31 


Me 


(CH,), 


11 


4-iPrS-Ph 


NMe 


4-Zb 


18-32 


Me 


(CH,), 


H 


4-McS09-Ph 


NMe 


4-Zb 


18-33 


Me 


(CH^b 


H 


4-tlS07-Ph 


NMc 


4-Zb 


18-34 


Me 




H 


4-iPrS07-Ph 


NMe 


4-Zb 
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*• 

•'vTable 19 



Cpd. 
No. 


R' 


R2 




X 


Y 


Z 


I V- 1 


Me 


(CH9b 


H 




NAc 


4-Zb 


1 O 1 


MC 




H 


4-iPr-Ph 


NAc 


4.Zb 


1 J 


Ma 
|V16 




T T 

ri 


3-Ph-Pn 


NAc 


4.Zb 


lQ-4 


IVIC 




rl 


4-Ph-Pn 


NAc 


4-Zb 


1 J 


iVIC 




H 


Pyr-3 


NAc 


4-Zb 




IVIC 




rl 


j-Me-ryr-3 


NAc 


4-Zb 


19-7 


IVIC 




LJ 

n 


j-ti-ryr-j 


NAc 


4-Zb 


19-8 


Me 




n 


j-rn-i yr-j 


iNAC 


4-Zo 


10-0 


Ma 

tvie 




1 1 
M 


o-Me-Pyr*3 


NAc 


4-Zb 


1 o in 


Me 




H 


6-Et-Pyr-3 


NAc 


4.Zb 




IVIC 


(CH^b 


H 


6-Ph-Pvr-3 


NAc 


4-Zb 


19-12 


Me 


(CH,b 


H 


6.Me0.pyr-3 


NAc 


4-Zb 


19-13 


Me 


(CH,b 


H 


6-EtO-Pyr-3 


NAc 


4.Zb 


1 O 1/1 


ivie 




H 


6-iPrO-Pyr-3 


NAc 


4-Zb 


19-15 


Me 


(Cfb), 


11 


6-MeS-Pyr-3 


NAc 


4-Zb 


19-16 


Me 


(CH7)? 


H 


6.EiS.PYr.3 


NAc 


4-Zb 


19-17 


Me 


(CH,b 


H 


6-iPrS-Pvr-3 


NAc 


4-Zb 


19-18 


Me 


(CH7b 


H 


6.McS07-Pyr.3 


NAc 


4-Zb 


19-19 


Me 




II 


6.ElS09-Pyr-3 


NAc 


4.Zb 


19-20 


Me 


(CH,), 


H 


6.iPrSOo-Pyr-3 


NAc 


4-Zb 
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Tabic 19fconU 



Cpd. 1 

|NO. . 1 




r2 




X 


Y 


Z 


1 9-2 1 


Mc 




LI 

n 




NAc 


4-Zb 


19-22 


Me 




n 




NAc 


4.Zb 


19-23 


Me 




i-i 
n 


6-PhS-PvrO 


NAc 


4>Zb 


19-24 


Me 




rx 




NAc 


4-Zb 


19-25 


KM ^ 

Me 




n 


Quin-2 


NAc 


4.Zb 


19-26 


Me 




U 
it 


4-MeO-Ph 


NAc 


4-Zb 


19-27 


Me 


(CH7)7 


I f 
1 1 


4-FtO-Ph 


NAc 


4-Zb 


19-28 


Me 




n 


4-iPrO-Ph 


NAc 


4-7h 


19-29 


Me 


(CHi)2 


H 


4.MeS-Ph 


NAc 


4-Zb 


19-30 


Me 


(CH,b 


H 


4-EtS-Ph 


NAc 


4.Zb 


19-31 


Me 


(CH,), 


H 


4-iPrS-Ph 


NAc 


4-Zb 


19-32 


Me 




H 


4-McS07-Ph 


NAc 


4.Zb 


19-33 


Me 




H 


4.EtS09-Ph 


NAc 


4-Zb 


19-34 


Me 


(CH^b 


H 


4-iPrS0->-Ph 


^ ryAc 


4-Zb 
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1 



• Tabic 20 



No. 


rI 1 r2 




X 


Y 


z 


20-1 


ivie 


(CH9b 


2-CI 


4-Et-Ph 


O 


4-Zb 


20-2 


iVlC 




2-CI 


4-iPr.Ph . 


0 


4.Zb 


20-3 


ivic 




2-CI 


3-Ph-Ph 


O 


4-Zb 


20-4 






2-Cl 


4-Ph-Ph 


0 


4-2b 


20-5 


Me 




2-CI 


Pvr-3 


0 


4-Zb 


20-6 






2-CI 


5-Me-Pvr-3 


0 


4-Zb 


20-7 


Mc 




2-CI 


S-Et-Pyr-a 


. 0 


4-Zb 


20-8 


Mfi 




2-CI 


5»Ph-PyrO 


0 


4-Zb 


20-9 


Me 

IVl c 




2-CI 


6.Me-Pyr-3 


0 


4-Zb 


20-10 i 


Mr 
iVlC 




2-Cl 


6.Et-Pyr-3 


0 


4-Zb 


20-11 


Me 


(CH7)7 


2-Cl 


6-Ph-Pyr-3 


0 


4-Zb 


20-12 


Me 




2-Cl 


6-MeO-Pyr-3 


0 


4-Zb 


20-13 


Me 


(CII?)7 


2-CI 


6-ElO-Pyr.3 


o 


4.Zb 


20-14 


Me 


(CH?)? 


2.CI 


6.!PrO-Pyf-3 


o 


4-Zb 


20-15 


Me 




2-CI 


6-MeS-Pyr-3 


0 


4-Zb 


20-16 


Me 


(CH9b 


2-CI 


6-EtS-Pyr-3 


0 


4-Zb 


20-17 


Me 


(CH-,)7 


2-Cl 


6-iPrS-PYr-3 


0 


4-Zb 


20-18 


Me 


(CH?)? 


2-Cl 


6-MeS07-Pyr-3 


o 


4-Zb 


20-19 


Me 


(CH?)? 


2-CI 


6-EiS07-Pyr.3 


0 


4-Zb 


20-20 


Me 


(CH?)? 


2-CI 


e-iPrSO-j-PyrO 


o 


4-Zb 
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Table 20 rcont.^ 



Cpd. 

No. 




r2 ' 




X 


Y 


z 


20-21 


Me 


(CH7)9 


2-CI 


6-B2-Pyr-3 


0 


4-Zb 


20-22 


Mc 


(CH7)o 


2.CI 


6-PhO-Pyr-3 


O 


4-Zb 


20-23 


Me 


(CH,), 


2-CI 


6-PhS-Pvr-3 


O 


4-Zb 


20-24 


Me 


(CH,b 


2-CI 


6-PhS07-Pvr-3 


O 


4-Zb 


20-25 


Me 


(CH,h 


2-Cl 


Ouin-2 


0 


4.Zb 


' 20-26 


Me 


(CH7h 


2-Cl 


4-McO-Ph 


0 


4-Zb 


- ZU-X / 


Mc 


(CH-,)-, 


2-CI 


4-EtO-Ph 


O 


4.Zb 


20>28 


Mc 


iOrhh 


2-CI 


4-iPiO-Pli 


0 


4-Zb 


20-29 


Me 




J PI 




O 


4-Zb 


20-30 


Me 


(CH^b 


2-CI 


4-EeS.Ph 


0 


4-Zb 


20-31 


Me 




2-CI 


4.iPrS-Ph 


0 


4.Zb 


20-32 


Me 


(CH?)? 


2-CI 


4.MeS0TPh 


0 


4.Zb 


20-33 


Me 


(CH?)? 


2-CI 


4.EtS09-Ph 


0 


4-Zb 


20-34 


Me 


(CH?)? 


2-CI 


4-iPrS0->-Ph 


0 


4-Zb 
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Table 21 (cont.l 



Cpd. 
No. 




r2 




X 


Y 


z 

r 


O 1 1 
Z 1- 1 


ivie 






*l-tl-l 11 


U 




L \ -Z 


ivie 








r\ 
\J 




21-3 


Me 




3 -CI 


3-Ph-Ph 


o 


4-Zb 


21-4 


Me 


(CHob 


3-Cl 


4-Ph-Ph 


0 


4-Zb 


21-5 


Me 


(CHob 


3 -CI 


Pyr-3 


0 


4-Zb 


21-6 


Me 


(CH-))-, 


3-CI 


5-Me-Pyr-3 


0 


4-Zb 


21-7 


Me 




3-CI 


5-El-Pyr-3 


0 


4-Zb 


21-8 


Me 


(CH^b 


3-CI 


S-Ph.Pyr-3 


0 


4-Zb 


21-9 


Me 


(CH7b 


3.CI 


6-Me.Pyr-3 


0 


4-Zb 


21-10 


Mc 


(CH^h 


3-CI 


6-El-Pyr-3 


0 


4-Zb 


21-11 


Me 


(CIbb 


3.CI 


6-Ph.Pyr.3 


o 


4-Zb 


21-12 


Mc 


(CH,b 


3-CI 


6-MeO-Pyr-3 


0 


4-Zb 


21-13 


Mc 


(CH^b 


3-CI 


6-ElO-Pyr-3 


0 


4-Zb 


21-14 


Mc 


(CH^b 


3-CI 


6-iPrO-Pyr-3 


o 


4-Zb 


21-IS 


Me 


(CH-)b 


3-CI 


6-MeS-Pyr-3 


0 


4-Zb 


21-16 


Me 


(CH^b 


3-CI 


6-EiS-Pyr-3 


0 


4-Zb 


21-17 


Me 


(CH?)? 


3-CI 


6-iPrS-Pyr-3 


o 


4-Zb 


21-18 


Me 


(CH?)? 


3-CI 


6-MeSO'>-Pyr-3 


0 


4-Zb 


21-19 


Me 


(CHob 


3 -CI 


6-EiS02-Pyr-3 


o 


4-Zb 


21-20 


Me 




3-Cl 


e-iPrSO^-Pyr-S 


0 


4-Zb 



152 



0 708 098 A1 



■Tabic 21 (cent.) 



5 


Cpd. 




R2 


r3 


X " 1 


Y 


z 




21-2 1 


- 

MC 






6-B2-Pyr-3 


o 


4-Zb 


10 


t 

2 1 -ZZ 


IViC 




3-CI 


G-PhO-Pyr-3 


o 


4-Zb 






Me 


v^*?iyz — 


3-Cl 




o 


4-Zb 




2 1-24 


Me 


(CHib 


3-CI 


6-PhSOTl'yr-3 


o 


4-Zb 


IS 


21-25 


Me 


(CH9b 


3-CI 


Ouin-2 


o 


4-Zb 




21-26 


Me 


(CH7)2 


3-01 


4-McO-Ph 


0 


4.Zb 


20 


21-27 


Me 


(CHoh 


3-CI 


4-ElO Ph 


0 


4-Zb 




21-28 


Me 


(CH^b 


3-CI 


4-iPrO-Ph 


0 


4-Zb 




21-29 


Me 




3-Cl 


4-MeS-Ph 


0 


4-Zb 


2S 


21-30 


Me 


(CH7b 


3-Cl 


4.EtS-Ph 


0 


4-Zb 




21-31 


Me 


(CH,b 


3-CI 


4-iPrS-Ph 


0 


4-Zb 


30 


21-32 


Me 


(CH^b 


3-CI 


4-McS0,-Ph 


0 


4-7.b 




21-33 


Me 




3-CI 


4-ElS0')-Ph 


0 


4-Zb 




21-34 


Me 


(CH,), 


3-CI 


4-iPrS0?-Ph 


0 


4-Zb 



3S 



40 ' - If 

\ 

4S . 
SO 
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Table 22 



Cpd. 
No. 


rI 


r2 




X 


Y 


z 


22-1 


Me 


(CH?)? 


2-McO 


4-El-Ph 


O 


4-Zb 


22-2 


Mc 


(CH,b 


2-MeO 


4-iPr-Ph 


0 


. 4-Zb 


22-3 


Me 


(CH,b 


2-MeO 


3-Ph-Ph 


0 


4-Zb 


22-4 


Me 


(CH,), 


2-MeO 


4.Ph-Ph 


0 


4.Zb 


22-5 


Me 


(CH,b 


2-MeO 


Pyr-3 


0 


4.Zb 


22-6 


Me 


(CH?)7 


2-MeO 


5-Me-Pyr-3 


0 


4-Zb 


22-7 


Me 


(CH,), 


2.MeO 


5-Ec-Pyr.3 


0 


4-Zb 


22-8 


Me 


(CH^b 


2-MeO 


5-Ph-PiT-3 


0 


4-Zb 


22-9 


Me 


(CH,b 


2-MeO 


6-Me-Pyr-3 


O 


4-Zb 


22-10 


Me 


(CH7)7 


2-MeO 


6.Et-Pyr-3 


O 


4.Zb 


22-11 


Me 


(CH,b 


2-MeO 


6-Ph-Pyr-3 


O 


4.Zb 


22-12 


Me 


(CH7)7 


2-MeO 


6-MeO-Pyr-3 


0 


4-Zb 


22-13 


Mc 


(CH9b 


2-MeO 


6-ElO-Pyr-3 


O 


4.Zb 


22-14 


Me 


(CH>b 


2-MeO 


6.iPrO-Pyr-3 


O 




22-15 


Me 


(CH7)7 


2-MeO 


6.MeS-Pyr-3 


O 


A-Zb 


22-16 


Me 


(CH^b 


2-MeO 


6-EiS-Pyr-3 


0 


4-Zb 


22-17 


Me 


(CH,), 


2-MeO 


6-iPrS-Pyr.3 


O 


4.Zb 


22-18 


Me 


(CH9)9 


2-MeO 


6-MeSO-)-Pyr-3 


O 


4-Zb 


22-19 


Me 


(CH,), 


2-MeO 


6-EtS07-Pyr-3 


o 


4.Zb 


22-20 


Mc 


(CHob 


2-MeO 


6-iPrSOo-Pyr-3 


0 


4-Zb 
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Talilt? 22 Uont.) 



Cpd. 
No. 






r5 


X 


Y 


z 

— - 


22-21 


Me 




2-McO 


6-Bz-Pyr-3 


O 


4-Zo 


"'22-22 


Me 


(CH^b 


2-McO 


6-PhO-PYr-3 


O 


1-Zb 


22-23 


Me 


fCH->b 


2.MeO 


6-PhS-PYrO 


O 


4.Zb 


22-24 


Me 


CCHob 


2-McO 


6.PhSO-5-PyrO 


O 


4-Zb 


22-25 


Me 


(CH7)7 


2-McO 


Quin-2 


O 


4-Zb 


' ■ 22-26 


Me 




2-McO 


4.MeO.Ph 


O 


4.Zb 


22-27 


Me 


(CH7)9 


2.MeO 


4-ElO-Ph 


o 


4-Zb 


22.2S 


Me 




2-McO 


4-iPrO-Ph 


0 


4-Zb 


22-29 


Me 


(CIbb 


2-McO 


4.McS.Pb 


0 


4-Zb 


22-30 


Me 


(CH7b 


2-McO 


4-CtS-rn 


KJ 


4 -7b 


22-31 


Me 


(CH-,b 


2-McO 


4-iPrS-Pli 


o 


4-Zb 


22-32 


Me 


(CHoh 


2-MeO 


4-McSO'>-Ph 


0 


4-Zb 


22-33 


Me 


(CHoh 


2-McO 


4-EtS0-)-Ph 


0 


4-Zb 


22-34 


Me 


(CH,), 


2.McO 


4-!PrS0-)-Ph 


o 


4.Zb 
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Table 23 



Cpd. 
No. 


! . 




r3 


V 


Y 


z 


23-1 


Me 




3.MeO 


4.El-Ph 


0 


4-Zb 


23-2 


Me 


(CH7b 


3-MeO 


4.iPr-Ph 






23-3 


Me 


(CH7)7 


3-MeO 


3-Ph.Ph 


o 


4-Zb 


23-4 


Me 


(CH,), 


3.MeO 


4-Ph.Ph 


o 


4-2b 


23-5 


Me 


(CH7)7 


3-MeO 


Pyr-j 


0 


4-Zb ' 


23-6 


Mc 


(CH,h 


3-MeO 


5-Mc-Pyr-3 


0 


4-Zb 


23-7 


Me 




3-MeO 


S-El-PyrO 


0 


4-Zb 


23-8 


Me 


(CH7)7 


3.MeO 


S.Ph-PvrO 


0 


4-Zb 


23-9 


Me 


(CH,b 


3-MeO 


6-Me-.Pyr-3 


0 


4-Zb 


23-10 


Me 


(CH-,), 


3-MeO 


6-Ei.Pvr-3 


0 


4-Zb 


23-11 


Me 


(Clb), 


3.MeO 


6-Ph-PYrO 


0 


4.Zb 


23-12 


Me 


(CH7)7 


3-MeO 


6-MeO- Pvr-3 


o 


4-Zb 


23-13 


Me 


(CH,h 


3.MeO 


6-EtO-Pvr-3 


0 


4-Zb 


23-M 


Me 


(CH,), 


. 3-McO 


6-iPrO-PYr-3 


0 


4-Zb 


23-15 


Me 




3.MeO 


6-McS-PyrO 


o 


4-Zb 


23-16 


Me 


(CH7)7 


3-MeO 


6-EtS.Pvr-3 


0 


4-Zb 


23-17 


Me 


(CH,h 


3.MeO 


6.iPrS-Pyr.3 


0 


. 4.Zb 


23-18 


Me 


(CH9b 


3-MeO 


a-MeSO^-PyrO 


0 


' 4-Zb 


23-19 


Mc 




3-MeO 


6.EtS09-Pyr.3 


o 


4.Zb 


23-20 


Me 




3-McO 


6-iPrSO').Pyr.3 


o 


4.Zb 
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Table 23 (cont.) 



Cpd. 
No. 


R' 


R2 




X 


Y 


Z 


23-21 


Me 


(CH-yh 


3-MeO 


6-Bz-Pyr-3 


0 


. 4-Zb 


23-22 


Mc 


(CHoh 


3-MeO 


6-PhO-Pvr-3 


O 


4-Zb 


23-23 


Mc 


{CH7b 


3'MeO 


6-PliS-Pyr.3 


0 


4-Zb 


23-24 


Me 


(CH2)2 


3-MeO 


6-PhSO->-Pyr-3 


O 


4-Zb 


23-25 


Mc 




3-MeO 


Quin-2 


O 


4-Zb 


'23-26 


Me 


(CHj)o 


3-McO 


4-McO-Ph 


O 


4-Zb 


23-27 


Me 


(CH9b 


3-MeO 


4-EtO-Ph 


0 


4-Zb 


23-28 


Me 


(CH,b 


3-MeO 


4-iPrO-Ph 


0 


4-Zb 


23-29 


Me 


(CH,b 


3-MeO 


4-MeS-Ph 


O 


4^Zb 


23-30 


Me 


(CH^h 


3-MeO 


4-EtS-Pli 


O 


4-Zb 


23-31 


Me 


(CH7)7 


3-MeO 


4.iPrS-Ph 


0 


4-Zb 


23-32 


Me 


(CH,), 


3-McO 


4-MeS07-Ph 


0 


4-Zb 


23-33 


Me 


(CH,h 


3-MeO 


4-EtS0')-Ph 


0 


4-Zb 


23-34 


Me 


(CH,h 


3-McO 


4-iPrS0-)-Ph 


0 


4-Zb 
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Tabic 24 



5 


Cpd. 
No. 


R' 


R2 




X 


Y 


z 




24-1 


Mc 


(CHoh 


H 


4-El-Ph 


0 


4-Za 


to 


24-2 


Me 


CCHo)2 


H 


4-iPr-Ph 


O 


4-Za 




24-3 


Me 


(CHnh 


H 


3.Ph-Ph 


0 


4-Za 




24-4 


Me 


(CH5)2 


H 


4-Ph.Ph 


o 


4-Za 


15 


24-5 


Me 


(CH->)7 


H 


Pvr-3 


o 


4-Za 




24-6 


Me 


(CH7h 


H 


S-Me-PyrO 


o 


4-Za 


20 


24-7 


Me 




H 


5-Et-Pyr-3 


0 


4-Za 




24-8 


Mc 


(CH7h 


H 


!5.Ph-Pyr.3 


0 


4.Za 




24-9 


Me 


(CH7h 


H 


6-Me- Pvr-3 


0 


4-Za 


25 


24-10 


Me 


(CH^b 


H 


6-Et-Pyr-3 


o 


4.Za 




24-1 1 


Me 


(CH7)7 


H 


6-Ph-Pvr-3 


o 


4-Za 


30 


24-12 


Mc 


ICH-,)-, 


H 


6-McO-PyrO 


0 


4-Za 




. . 24-13 


Me 


(CIbb 


H 


6.ElO.Pyr-3 


o 


4-Za 




24-14 


Me 


(CH^b 


H 


6-iPrO-Pyr-3 


0 


4.Za 


35 


24-15 


Me 


(CH7)? 


H 


6-MeS-Pyr-3 


o 


4-Za 




24-16 


Mc 


(CH^b 


H 


6-EtS-Pyr-3 


0 


4-Za 


40 


24-17 


Me 


(CH?)? 


H 


6-iPrS-Pyr-3 


0 


4-Za 


24-18 


Me 


(CH^b 


H 


6-MeSOT..Pyr-3 


o 


4-Za 




24-19 


Me 




H 


6:EtSO->-Pyr.3 


o 


4-Za 


4$ 


24-20 


Me 




H 


6-iPrSO-j-Pvr.3 


o 


4-Za 



50 



55 
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Table 24 (cont.) 



Cpd. 


R» 






X 


Y 


z 


24-21 


Me 




n 






4-Za 


24-22 


Me 


(CH9)9 


T T 

H 


o-rnu-ryr-j 


\j 




24-23 


Mc 


(CH:>)9 


Lf 

rl 


o-i no-i yr-j 


0 


4-Za 


24-24 


»vIC 




14 


6-PhSO-)-Pvr-3 


0 


4-Za 








H 


Qiiin-2 


0 


4-Za 


24-26 


Me 




H 


4-MeO-Ph 


0 


4-Za 


24-27 


Me 


(CH9)2 


H 


4-EtO-Pli 


0 


4-Za 


24-28 


Mc 


(CH9)7 


H 


4-iPrO-Ph 


0 


4.Za 


24-29 


Me 


(CH7b 


H 


4.MeS.Ph 


0 


4-Za 


24-30 


Me 


(CH7)7 


H 


4.ElS-Ph 


0 


4-Za 


24-31 


Me 


(CH7)5 


H 


4-iPrS-Ph 


0 


4-Za 


24-32 


Me 


(CH^b 


H 


4-McSOo-Ph 


0 


4.Za 


24-33 


Me 


(CH7):> 


H 


4-EtS07-Ph 


0 


4.Za 


24-34 


Me 


(CHfh 


H 


4-iPrS09-Ph 


0 


4-Za 
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Table 25 



Cpd. 
No. 


rI 


R2 




X 


Y 


z 


25-1 


Mc 


(CH7)? 


H 


4-Et-Ph 


O 


4-Zd 


25-2 


Me 


(CHoh 


H 


4-iPNPh 


O 


4-Zd 


25-3 


Mc 


(CH?)7 


H 


3-Ph-Ph 


O 


4-Zd 


25-4 


Me 


(CH?)? 


H 


4-Ph.Ph 


0 


4-Zd 


25-5 


Me 


(CH,h 


H 


Pvr-3 


6 


4-Zd 


25-6 


Me 


(CH,), 


H 


5-Me-l'yr-3 


O 


4-Zd 


25-7 


Me 


CCH,), 


H 


5-Et-Pyr-3 


0 


4-Zd 


25-8 


Mc 


(CHoh 


H 


5-Ph-Pyr-3 


0 


4-Zd 


25-9 


Mc 


(CH?)? 


H 


6-Me-Pyr-3 


o 


4-Zd 


25-10 


Me 


(CH,), 


H 


6-Et-Pyr-3 


o 


4-Zd 


25-1 1 


Me 


(CH,), 


H 


6.Ph-Pyr-3 


o 


4-Zd 


25-12 


Me 


(CH?)? 


H 


6-MeO-Pvr-3 


0 


4-Zd 


25-13 


Me 


(CH,), 




6-EtO-Pvr-3 


0 


4-Zd 


25-14 


Me . 


(CH?)? 


H 


6-iPrO-Pyr-3 


0 


4-Zd 


25-15 


Me 


(CH?)? 


H 


6-MeS-Pyr-3 


o 


4-Zd 


25-16 


Me 


(CH?)? 


H 


6-E«S-Pyr-3 


o 


4-Zd 


25-17 


Me 


(CH,), 


H 


6.iPrS-Pvr.3 


0 


4-Zd 


25-18 


Me 


(CH,), 


H 


6.MeSO,-Pyr-3 


o 


4-Zd 


25-19 


Me 


(CH?)? 


H 


6-BtSO,-Pyr-3 


o 


4-Zd 


25-20 


Me 


(CH,), 


H 


6-iPrSO-».Pyr-3 


6 


4-Zd 
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Table 25 fcont.^ 



' Cpd. * 
No. 


Rl 1 


R3 


X 1 


Y 


z 


.25-21 


Me 


(CH7)7 


H 


G-liz-Pyr-J 


r\ 
\J 




25-22 


Me 


{CH,b 


H 


6-PnO-Pyr-j 






25-23 


Mc 


(CH,h 


H 


O- r ho -Pyr- J 




4-Zd 


25-24 


Me 


(CHoh 


H 


O-l rJoV^v • y t - J 


o 


4-Zd 


25-25 


Mc 


(CVhh 


ri 




0 


4-Zd 


25-26 


Me 


(CH7b 


14 
li 


4-McO-Ph 


0 


4-Zd 


25-27 


Me 


fCH,b 


H 

41 


4-ElO-Ph 


0 


4-Zd 




Me 


ICHjh 


H 


4-iPrO-Ph 


0 


4.7.d 


25-29 


Me 


(CH^b 


H 


4-McS.I'h 


0 


4.Zd 


25-30 


Me 


(CH,b 


H 


4.ElS.Ph 


0 


4-Zd 


25-31 


Mc 


(CH,b 


H 


4.iPrS-Ph 


0 


4-Zd 


25-32 


Me 


(CH7b 


H 


4.McSOo-Ph 


0 


4-Zd 


25-33 


Me 


(CH9b 


H 


4-EtS0->-Ph 


0 


4-Zd 


25-34 


Me 


(CH,b 


• H 


4-iPrS07-Ph 


o 


4-Zd 
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fable 26 
^ 



5 


Cpd. 
^ No. 


Rl 






X 


Y 


z 




26-1 


Me 


(CHoh 


H 


4-Ei-Ph 


0 


3-Zb 


10 


26-2 


Me 




H 


4.iPr-Ph 


0 


J-Zb 




26-3 


Me 


(CH7b 


H 


3-Ph-Ph 


0 


3-Zb 




26-4 


Me 


(CH7b 


H 


4-Ph-Ph 


0 


3-Zb 


15 


26-5 


Mc 


(CH7)? . 


H 


Pyr-3 


0 


3-Zb 






Me 


/Of I \ 


H 


5.Mc-Pyr.3 


0 


3-Zb 


20 


26-7 




(CH7)7 


H 


5-Ei-Pvr-3 


0 


3-Zb 




26-8 


ivic 


(CH7)'> 


H 


3-Ph.Pvr-3 


0 


3-Zb 




26-9 


IVIC 


{CH7)7 


H 


6-Me-Pvr.3 


0 


3-Zb 


2S 


26-10 

W— 1 V/ 


ivic 




H 


6-El-Pvr-3 


0 


3-Zb 




26-1 1 

*»V— 1 1 


IVIC 


{CH9)9 


11 


6-Ph-PvT-3 


0 


3-Zb 


30 




ivic 




f V 

H 


6-McO-Pvr-3 


0 


3-Zb 






Me 


/Of r \ 


U 


6.EtO-Pvr.3 


0 


3-Zb 




26-14 


Me 


(CH7)9 


H 


6-iPrO-Pvr-l 






35 


26-15 


Me 




H 


6-MeS-Pyr-3 


0 


3-Zb 




26-16 


Me 


(CH7)? 


H 


6-EtS-Pvr-3 


0 


3-Zb 




26-17 


Me 


(CH?)? 


H 


6-iPrS-Pyr-3 


0 


3-Zb 


40 


26-18 


Me 


(CH,), 


H 


e-MeSOi-PyrO 


0 


3-Zb 




26-19 


Mc 


(CH,h 


M 


6-EiS07-PYr-3 


0 


3-Zb 


4S 


26-20 


Me 


(CH,h 


H 


6-iPrSO-)-Pyr-3 


0 


3-Zb 
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Cpd. 
No. 

*26-2 I 



26-23 



26-23 



26-24 

26-25 
26-26 



26-27 
26-28 

26-29 
26-30 



26-31 



26-32 
26-33 



Mc 



Mc 



Mc 



Me 
Me 

Me 



Me 
Mc 
Me 
Me 



Me 



Mc 
Me 



ItihU. 26 (conf.) 



(CH2 
fCH?b 



H 



X 



(CH9)2 



(CH7b 



H 



II 



H_ 
H 



H_ 
H 



U_ 
H 



6-Bz-Pyr-3 



6-PhO-Pvr-3 



6-ri>S-Pyr-3 



6-PhS OTPyr-3 
iuin-2 
4-McO-Ph 



4-EcOPh 
4-iPrO-Ph 
4.MeS-Ph 
4-ElS-Ph 



4-iPrS-Pli 



4-McSO-7-Ph 
4-EtSO-7-Ph 



O 



O 



_0_ 

o_ 

O 



o_ 

0_ 
O 



0_ 
O 



3-Zb 



3-Zb 



3-Zb 



3-Zb 
3-Zb 
3-Zb 



3-Zb 
^-Zb 
3-Zb 
3-Zb 



3-Zb 



3-Zb 
3-Zb 



26-34 



Me 



(CH: 



H 



4 iPrSQi-Ph 



3-Zb 



Of Ihe ccjmpounds listed In the above Tables. 



1-158 1-161. 1-162. 1-163. 1-164. 1-165. 1-166. 1-167 1- 68. - 60. -170. - 71. - 72. 75. 
1 mi 1 IB? 1-183 1-184 1-185. 1-186, 1-187. 1-188. 1-189. 1-190. 1-191, 1-192. 1 I^^ J/^; ' 

iiliiiiii^iil 



1-17, 1-1B, 
1-36, 1-37, 

1- 87. 1-88. 
105. 1-106. 
156, 1-157. 
176. M80. 
195. 1-196, 

2- 16. 2-17. 
2-35. 2-36. 

2- 80. 2-87. 
104, 2-105, 
155, 2-156, 
"175. 2-176. 
-194. 2-195. 
, 3.15, 3-16. 

3- 34. 3-35. 
, 3-78, 3-80, 

103, 3-104. 
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3-105, 3-106. 3-107. 3-108. 3-109. 3-110. 3-111. 3-112. 3-144, 3-145. 3-146. 3-147. 3-148, 3-149, 3-150. 3-155. 
3-156. 3-157, 3-158, 3-161. 3-162. 3-163. 3-164. 3-165, 3-166. 3-167. 3-168, 3-169, 3-170. 3-171. 3-172, 3-175! 
3-176. 3-180. 3-181. 3-182. 3-183, 3-184. 3-185. 3-186. 3-187. 3-188, 3-189. 3-190. 3-191, 3-192. 3-193. 3-194! 

3- 195, 3-196. 3-197. 3-198. 3-199, 0-200. 3-201, 3-202, 3-203. 4-1. 4-2, 4-3, 4-4, 4-5, 4-7. 4-10. 4-11, 4-14. 4-15! 

4- 16. 4-17. 4-18. 4-19. 4-20. 4-21. 4-22. 4-23, 4-24. 4-25. 4-26, 4-27, 4-28. 4-29, 4-30. 4-31. 4-32, 4-33! 1-34! 
4-35. 4-36. 4-37. 4-38. 4-39, 4-40. 4-41. 4-42. 4-43. 4-44. 4-45, 4-53. 4-56, 4-58, 4-60, 4-66. 4-70, 4-72. 4-78. 
4-80. 4-87. 4-88. 4-89. 4-90. 4-91, 4-92. 4-93. 4-94, 4-95. 4-96, 4-97, 4-98. 4-99. 4-100, 4-101. 4-102. 4-103. 
4-104, 4-105, 4-106. 4-107. 4-108. 4-109. 4-110. 4-111. 4-112, 4-144, 4-145, 4-146. 4-147, 4.-148, 4-149. 4-150. 
4-155. 4-156. 4-157. 4-153. 4-161, 4-162. 4-163. 4-164. 4-165. 4-166, 4-167. 4-168. 4-169, 4-170. 4-171. 4-172! 
4-175. 4-176, 4-180. 4-181. 4-182, 4-183. 4-184. 4-185, 4-186. 4-187, 4-188, 4-189. 4-190. 4-191. 4-192. 4-193! 

4- 194. 4-195, 4-196, 4-197. 4-198. 4-199. 4-200. 4-201. 4-202. 4-203. 5-1. 5-2. 5-3. 5-4. 5-5. 5-7. 5-10. 5-11. 5-14. 

5- 15. 5-16. 5-17. 5-18. 5-19. 5-20, 5-21. 5-22. 5-23. 5-24. 5-25. 5-26. 5-27. 5-28. 5-29. 5-30. 5-31. 5-32! 5-33! 
5-34, 5-35. 5-36. 5-37, 5-38, 5-39. 5-40, 5-41. 5-42, 5-43. 5-44, 5-45. 5-53, 5-56, 5-58. 5-60, 5-66, 5-70, 5-72! 
5-78. 5-80. 5-87, 5-88. 5-89, 5-90, 5-91, 5-92. 5-93. 5-94. 5-95. 5-96. 5-97, 5-98, 5-99, 5-100, 5-101, 5-102. S-lOs! 
5-104, 5-105. 5-106. 5-107. 5-108, 5-109. 5-110. 5-111. 5-112. 5-144. 5-145, 5-146, 5-147. 5-148, 5-149. 5-15o! 
5-155, 5-156, 5-157. 5-158, 5-161. 5-162. 5-163. 5-164. 5-165, 5-166. 5-167, 5-168, 5-169, 5-170. 5-171, 5-172, 
5-175. 5-176. 5-180. 5-181. 5-182. 5-183. 5-184. 5-185, 5-186. 5-187. 5-188. 5-189, 5-190, 5-191. 5-192. 5-193, 

5- 194. 5-195, 5-196. 5-197, 5-198, 5-199, 5-200, 5-201, 5-202. 5-203. 6-1, 6-2, 6-3, 6-4, 6-5, 6-7, 6-10, 6-11, 6-14. 

6- 15. 6-16. 6-17. 6-18, 6-19, 6-20, 6-21. 6-22, 6-23. 6-24. 6-25. 6-26, 6-27. 6-28, 6-29. 6-30. 6-31, 6-32. 6-33, 

6 34. 6-35. 6-36. 6-37. 6-38. 6-39, 6-40. 6-41. 6-42. 6-43, 6-44. 6-45, 6-53. 6-56. 6-58, 6-60, 6-66, 6-70, 6-72. 
6-78, 6-80. 6-87. 6-88. 6-89, 6-90. 6-91, 6-92. 6-93. 6-94, 6-95. 6-96. 6-97. 6-98. 6-99, 6-100, 6-101. 6-102. 6-103. 
6-104, 6-105. 6-106, 6-107. 6-108. 6-109. 6-110. 6-111. 6-112. 6-144, 5-145. 6-146. 6-147. 6-148. 6-149. 6-150. 
6-155. 6-156. 6-157. 6-158. 6-101, 6-162, 6-163. 6-164. 6-165. 6-166. 6-167. 6-168. 6-169. 6-170. 6-171. 6-172. 
6-175, 6-176, 6-180. 6-181. 6-182. 6-183, 6-184, 6-185, 6-186, 6-187, 6-188, 6-189. 6-190, 6-191. 6-192, 6-193, 

6- 194, 6-195. 6-196. 6-197. 6-198. 6-199. 6-200. 6-201. 6-202. 6-203. 7-1. 7-2. 7-3. 7-4. 7-5. 7-7. 7-10. 7-11. 7-14. 

7- 15. 7-16. 7-17, 7-18. 7-19, 7-20, 7-21. 7-22. 7-23. 7-24. 7-25, 7-26, 7-27, 7-28. 7-29. 7-30. 7-31. 7-32. 7-33! 
7-34. 7-35. 7-36. 7-37. 7-38. 7-39. 7-40. 7-41, 7-42. 7-43, 7-44. 7-45. 7-53. 7-56, 7-58. 7-60. 7-66. 7-70. 7-72. 
7-78. 7-80, 7-87, 7-88, 7-89. 7-90. 7-91. 7-92. 7-93, 7-94. 7-95. 7-96. 7-97. 7-98. 7-99. 7-100, 7-101. 7-102. 7-103. 

7 104. 7-105, 7-106, 7-107. 7-108, 7-109. 7-110, 7-111, 7-112, 7-144. 7-145, 7-146. 7-147, 7-148. 7-149. 7-150. 
7-155. 7-156. 7-157, 7-158. 7-161. 7-162. 7-163. 7-164, 7-165. 7-166. 7-167. 7-168. 7-169. 7-170, 7-171, 7 172. 
7-175, 7-176. 7-180. 7-181. 7-182. 7-183. 7-184. 7-185. 7-186. 7-187. 7-188. 7-189. 7-190. 7-191. 7-192. 7-193. 

7- 194. 7-195. 7-196. 7-197. 7-198, 7-199, 7-200, 7-201. 7-202. 7-203. 8-1.8-2. 8-3. 8-4. 8-5. 8-7. 8-10. 8-11. 8-14. 

8- 15. 8-16. 8-17. 8-18. 8-19. 8-20. 8-21, 8-22. 8-23. 8-24. 8-25, 8-26, 8-27. 8-28, 8-29. 8-30, 8-31, 8-32. 8-33. 
8-34. 8-35. 8-36. 8-37. 8-38, 8-39. 8-40. 8-41, 8-42, 8-43. 8-44. 8-45. 8-53, 8-56, 8-58, 8-CO. 8-66. 8-70. 8-72! 
8-78. 8-80. 8-87. 8-88. 8-89. 8-90. 8-91, 8-92. 8-93. 8-94, 8-95. 8-96. 8-97. 8-98. 8-99. 8-100. 8-101, 8-102. 8-103. 
8-104. 8-105. 8-106, 8- 107. 8-108. 8-109. 8-110. 8-111, 8-112. 8-144. 8-145. 8-146. 8-147, 8-148. 8-149. 8-150. 
8-155, 6-156. 8-157. 8-158. 8-161. 8-162. 8-163, 8-164. 8-165. 8-166, 8-167. 8-168, 8-169. 8-170, 8-171. 8-172. 
8-175. 8-176. 8-180, 8-181. 8-182. 8-183. 8-184, 8-185. 8-186. 8-187. 8-188. 8-189, 8-190. 8-191. 8-192. 8-193, 

8- 194. 8-195. 8-196. 8-197. 8-198. 8-199. 8-200. 8-201. 8-202. 8-203. 9-1, 9-2, 9-3. 9-4. 9-5, 9-7. 9-10. 9-11. 9-14. 

9- 15. 9-16. 9-17, 9-18. 9-19. 9-20. 9-21. 9-22. 9-23, 9-24. 9-25, 9-26, 9-27, 9-28, 9-29. 9-30. 9-31. 9-32. 9-33, 
, 9-34. 9-35, 9-36, 9-37. 9-38, 9-39, 9-40. 9-41. 9-42. 9-43. 9-44. 9-45. 9-53, 9-66, 9-58, 9-60, 9-66. 9-70. 9-72. 

9-78. 9-80. 9-87. 9-88. 9^89. 9-90. 9-91, 9-92. 9-93. 9-94. 9-95. 9-96. 9-97. 9-98, 9-99. 9-100, 9-101. 9-102, 9-103, 
9-104, 9-105. 9-106, 9-107. 9-108. 9-109. 9-110. 9-111. 9-112, 9-144, 9-145. 9-146. 9-147. 9-148. 9-149. 9-150. 
9-155. 9-156. 9-157. 9-158. 9-161, 9-162. 9-163. 9-164. 9-165. 9-166. 9-167. 9-168. 9-169. 9-170, 9-171, 9-172. 
9-175. 9-17G, 9-180, 9.181. 9-182, 9-183. 9-184. 9-185. 9-186. 9-187. 9-188. 9-189. 9-190, 9-191. 9-192. 9-193. 

9- 194. 9-195. 9-196, 9-197, 9-198, 9-199, 9-200, 9-201, 9-202. 9-203. 10-1, 10-2. 10-3. 10-4, 10-5. 10-7. 10-10. 

10- 11. 10-14. 10-15. 10-16. 10-17. 10-18. 10-19. 10-20. 10-21, 10-22, 10-23. 10-24. 10-25, 10-26. 10-27, 10-28. 
10-29, 10-30. 10-31. 10-32. 10-33. 10-34. 10-35. 10-36, 10-37. 10-38, 10-39, 10-40, 10-41. 10-42, 10-43. IO-44! 
10-45. 10-53. 10-56. 10-58, 10-60, 10-66, 10-70. 10-72. 10-78. 10-80. 10-87, 10-88, 10-89, 10-90. 10-91, 10-92. 
10-93. 10-94. 10-95. 10-96, 10-97. 10-98. 10-99. 10-100. 10-101. 10-102. 10-103. 10-104, 10-105. 10-106, 10-107. 
10-108. 10-109. 10-110. 10-111. 10-112. 10-144. 10-145. 10-146. 10-147. 10-148. 10-149. 10-150, 10-155. 10-156! 
10-157. 10-158. 10-161. 10-162. 10-163. 10-164, 10-165, 10-166. 10-167. 10-168. 10-169. 10-170. 10-171, 
10-172. 10-175. 10-176. 10-180. 10-181. 10-182. 10-183. 10-184. 10-185. 10-186. 10-187. 10-188, 10-189. 
10-190. 10-191, 10-192, 10-193, 10-194, 10-195. 10-196. 10-197, 10-198, 10-199. 10-200. 10-201. 10-202 and 
10-203. 

(2) More preferred compounds are Compounds No. 1-1. 1-2, 1-3, 1-10. 1-11, 1-14. 1-15, 1-16, 1-17, 1-18. 1-19, 
1-20. 1-21. 1-22. 1-23. 1-25. 1-29. 1-31. 1-33. 1-34. 1-35. 1-36. 1-37. 1-38. 1-39. 1-41. 1-43. 1-45. 1-87. 1-88. 
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1-89, 1-90. 1-91, 1-92. 1-93. 1-94, 1-95. 1-96. 1-97. 1-98. 1-99. 1-100. 1-101. 1-102. 1-103, 1-104. 1-105. 1-106. 
M07. 1-108. 1-109, 1^110. 1-111. 1-112. 1-149. 1-150. 1-156. 1-158. 1-162, 1-164, 1-166, 1-168. 1-170. 1-172. 

1- 175. 1-176. 1-180, 1-181. 1-182. 1-183. 1-184. 1-185. 1-186. 1-187, 1-188. 1-189. 1-190. 1-191. 1-192, 1-193. 
M94, 1-195. 1-196. 1-197. 1-198, 1-199, 1-200, 1-201, 1-202. 1-203. 2-1. 2-2. 2-3. 2-10. 2-11, 2-14, 2-15. 2-16. 

5 2-17. 2-18. 2-19. 2-20. 2-21, 2-22. 2-23, 2-25. 2-29. 2-31. 2-33. 2-34, 2-35, 2-36. 2-37, 2-38. 2-39. 2-41. 2-43. 

2- 45! 2-87, 2-88, 2-89. 2-90, 2-91. 2-92. 2-93. 2-94, 2-95. 2-96. 2-97. 2-98. 2-99. 2-100. 2-101. 2-102. 2-103, 
2-104 2-105, 2-106, 2-107, 2-108. 2-109. 2-110, 2-111, 2-112. 2-149. 2-150, 2-156, 2-158. 2-162. 2-164, 2-166. 
2-168! 2-170. 2-172. 2-1 75.'^2-176, 2-180. 2-181. 2-182. 2-183, 2-184, 2-185, 2-186, 2-187, 2-188, 2-189, 2-190. 

2- 191 2-192 2-193. 2-194. 2-195, 2-196. 2-197. 2-198. 2-199. 2-200. 2-201, 2-202. 2-203. 3-1. 3-2. 3-3, 3-10. 
0 3.11 3-14. 3-15. 3-16. 3-17, 3-18, 319. 3-20. 3-?1. 3-22. 3-23, 3-25. 3-29. 3-31. 3 33, 3-34. 3-35, 3-36. 3-37. 

3- 38. 3-39. 3-41. 3-43. 3-45. 3-87. 3-88. 3-89. 3-90. 3-91. 3-92, 3-93. 3-94. 3-95, 3-96. 3-97. 3-98. 3-99, 3-100. 
3-101 3-102. 3-103. 3-104.?3-105. 3-106. 3-107. 3-108. 3-109, 1-110, 3-111. 3-112. 3-149. 3-150. 3-156, 3-158, 
3-162 3-I64! 3-166. 3-168. 3-170. 3-172. 3-175. 3-176. 3-180, 3-181. 3-182. 3-183. 3-184, 3-185. 1-186. 3-187. 
3-188 3-189 3-190. 3-191. 3-192. 3-193. 3-194. J-!95. 3-196. 3-197. 3-198. 3-199. 3-200. 3-201. 3-202. 3-203. 

'5 6-1 6-2 6-3.*6-a0. 6-11, 6-14. 6-15, 6-16. 6-17. 6-18. 6-19. 6-20. 6-21, 6-22, 6-28, 6-25. 6-29. 6-31. 6-33. 6-34. 

6-35, 6-36. 6-37. 6-38. 6-39, 6-41. 6-43. 6-45. 6-87, 6-88. 6-89, 6-90. 6-91, 6-92, 6-93, 6-94, 6-95. 6-96, 6-97. 

6-98 6-99 6-100. 6-101. 6-102. 6-103. 6-104. 6-105. 6-106. 6-107, 6-108, 6-109. 6-110. 6-111. 6-112. 6-149.. 

6-150 6-166, 6-158. 6-162. 6-164. 6-166. 6-168. 6-170. 6-172, 6-175. 6-176. 6-180. 6-181. 6-182. 6-183. 6-184. 

6-I85! 6-186. 6-187. 6-188, .6-189, 6-190, 6-191. 6-192. 6-193, 6-194. 6-195. 6-19^, 6-197, 6-198, 6-199. 6 200. 
ro 6-201! 6-202. 6-203, 8-1. 8-2. 8-3. 8-10. 8-11, 8-14, 8-15. 8-16. 8-17. 8-18. 0-19. 8-20. 8-21. 8-22, 8-23. 8-25. 

8-29. 8-31, 8-33, 8-34, 8-35, 8-36. 8-37. 8-38. 8-39, 8-41, 8-43. 8-45. 8-87. 8-88. 8-89, 8-90, 8-91. 8-92. 8-93. 

8-94 8-95! 8-96. 8-97. 8-98. 8-99. 8-100. 8-101. 8-102, 8-103. 8-104. 8-105, 8-106. 8-107, 8-108. 8-109. 8-110. 

8-111 8-112. e-149. 8-150. 8-156. 8-158. 8-162, 8-164. 8-166. 8-168. 8-170. 8-172. 8-175. 8-176. 8-180. 8-181, 

8-182, 8-183, 8-184. 8-185, 8-186. 8-187. 8-188. 8-189. 8-190, 8-191. 8-192. 8-193. 8-194. 8-195. 8-196. 8-197, 
>S 8-198 8-199,8-200,8-201.8-202.8-203, 10-1 10-2. 10-3. 10-10. 10-11. 10-14. 10-15. 10-16. 10-17. 10-18, 10-19. 

10-20' 10-21'. 10-22. 10-23, 10-25. 10-29, 10-31, 10-33. 10-34, 10-35, 10-36. 10-37. 10-38. 10-39. 10-41, 10-43. 

10-45 10-87,' 10-88, 10-89. 10-90. 10-91. 10-92. 10-93. 10-94. 10-95. 10-96. 10-97. 10-98, 10-99, 10-100. 10-101. 

10-102 10-103 10-104, 10-105. 10-106. 10-107. 10-108, 10-109. 10-110, 10-111. 10-112, 1C 149. 10-150, 10-156. 

lO-lSe! 10-162, 10-164. 10-166. 10-168. 10-170. 10-172, 10-175. 10-176. 10-180, 10-181, 10-132. 10-183, 
30 IO-I84! IO-I85! 10-186. 10-187, 10-188. 10-189. 10-190. 10-191. 10-192. 10-193. 10-194. 10-195. 10-196. 

10-197! 10-198. 10-199. 10-200, 10-201. 10-202. 10-203. 

(3) Still more prof erred compounds ar© Compounds No. 1-14, 1-15, 1-16, 1-17, 1-18. 1-19, 1-20, 1-21, 1-22. 1-23. 
1-29. 1-31. 1-33. 1-34, 1-35. 1-36. 1-37. 1-38. 1-39, 1-41, 1-43. 1-45. 1-88, 1-90, 1-91, 1-92. 1-93. 1-94. 1-95. 

3S 1.95! 1-97.'l-98. 1-99, 1-100, 1-101, 1-102, 1-103, 1-104, 1-105, 1-106, 1-107, 1-108. 1-109. 1-110. 1-181. 1-182. 

1- 183, 1-184. 1-185. 1-186. 1-187. 1-188. 1-189, 1-192. 1-193. 1-195. 2-14, 2-15. 2-16, 2-17. 2-18. 2-19. 2-20. 

2- 21, '2-22, 2-23, 2-29, 2-31. 2-33. 2-34, 2-35, 2-36. 2-37. 2-38, 2-39, 2-41. 2-43. 2-45. 2-88, 2-90. 2-91. 2-92. 
2-93! 2-94! 2-95. 2-96, 2-97, 2-98. 2-99. 2-100. 2-101, 2-102. 2-103, 2-104, 2-105. 2-106. 2-107. 2-108, 2-109. 

2- 110 2-181. 2-182, 2-183. 2-184, 2-185. 2-186. 2-187. 2-188. 2-189. 2-192. 2-193. 2-195. 3-14. 3-15. 3-16. 3-17. 
40 3-18. 3-19. 3-20, 3-21. 3-22, 3-23, 3-29, 3-31, 3-33, 3-34. 3-35. 3-36. 3-37. 3-38, 3-39. 3-41. 3-43, 3-45, 3-88. 

3- 90. 3-91. 3-92, 3-93. 3-94. 3-95, 3-96. 3-97. 3-98. 3-99. 3-100. 3-101. 3-102, 3-103. 3-104. 3-105, 3-106. 3-107. 
3-108. 3-109. 3-110, 3-181. 3-182, 3-183, 3-184. 3-185. 3-186. 3-187. 3-188. 3-189. 3-192. 3-193 and 3-195. 

(4) Even more preferred compounds are Compounds No. 1-15. 1-17. 1-19. 1-21. 1-23. 1-35. 1-37. 1-39. 1-95. 
45 1-96. 1-97. 1-98. 1-99. 1-100. 1-101. 1-102. 1-103. 1-104. 1-105. 1-108. 1-183. 1-185. 1-187. 1-189. 1-195. 2-15. 

2-17! 2-19. 2-21. 2-23. 2-35. 2-37, 2-39, 2-95. 2-96, 2-97. 2-98, 2-99. 2-100. 2-101. 2-102. 2-103. 2-104, 2-105. 

2- 108. 2-183. 2-185. 2-187. 2-189. 2-195. 3-15, 3-17. 3-1 9. 3-21. 3-23. 3-35. 3-37. 3-39, 3-95. 3-96. 3-97. 3-98. 

3- 99. 3-100. 3-101, 3-102. 3-103, 3-104. 3-105. 3-108. 3-183. 3-185. 3-187. 3-189 and 3-195. 

SO (5) Yel more preferred compounds are Compounds No. 2-15. 2-17. 2-1 9. 2-21 . 2-23. 2-35. 2-37. 2-39. 2-95. 2-96. 

2- 97. 2 08. 2-99. 2-100. 2-101. 2-102. 2-103. 2-104, 2-105. 2-108, 2-183. 2-185, 2-187, 2-189, 2-195, 3-15. 3-17. 

3- 19! 3-21! 3-23! 3-35, 3-37. 3-39. 3-95, 3-96. 3-97. 3-98. 3-99, 3-100. 3-101. 3-102. 3-103. 3-104, 3-105. 3-108. 
3-183. 3-185. 3-187. 3-189 and 3-195. 

55 (6) Still more preferred compounds are Compounds No. 2-1 5. 2-23. 2-35. 2-37. 2-39. 2-95. 2-96. 2-97, 2-98, 2-1 05, 

3-15. 3-23. 3-35. 3-37, 3-39, 3-95, 3-96, 3-97. 3-98 and 3-105. 

(7) The most preferred compounds are Compounds No. 
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2- 15. 5-(4-{2-( 1 -(4*Biphenylyl)elhylideneamtnooxy]ethoxy)benzyi)thiazoUdm-2.4-dm 

2-23. 5-(4-{2-| 1 -(4-Phenylsuironylphenyl)eihyUdGneamincoxy]emoxy |benzyl)thiazo«dlne-2.4<Jion^ 

2-35, 5-{4-{2-(1-(4-2*-Pyridylphenyl)elhylidGneaiTiinooxyJelhoxy)bQn2yl)thia2olidine^^ 

2-37. 5-(4-{2-( 1 •(4T3*-Pyridylphenyl)elhylideneaminooxylelhoxylbenzyl)lhiazolidine-2.4-dto^ 

2-39. 5-(4{2Hl-(4-4'-Pyridylphenyl)elhyydeneaminooxy]elhoxy)benzyl)lhiazdldin 

2-95. 5-(4-{2-1 1 -{2-Phenyl-5-pyridyl)eihyUdeneaminooxy)Gthoxy)bGn2yl)thia2olidine-2.4K^ 

2-96. 5-(4-{2-ll.{2.MGmoxy-5.pyrkVI)othylldanoaminooxylethoxy}benzyl)UiiaaoUd 

2-97. 5-(4-{2-|1-(2-Emoxy-5-pyridyl)elhyUdeneaminooxy)olhoxy)ben2yl)lhia2olidine-2,4-d5one; 

2-98. 5-(4-{2-I1 -(2-lsopropoxy-5-pyridyl)ethylideneaminc)oxy]emoxy)benzyl)thiazolW and; 

2- 1 05. 5-(4-{2-1 1 -{2-8en2yl-5-pyridyOolhylidGnBaminooxyJethoxy)benzyl)miazolidlne-2.4Kllona. 

Tho compounds of tho prosont invention may be proparod by a variety of procossos well known in the art for tho 
preparation of compounds of this general type. For example they may be prepared by the following Reaction Schemes 
A. B'andC: 
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Step A] 



HU 



(in) 




Step A2 



Deproceccioa 




In tho above formulae: 

Ri . r2. R3. X. Y and Z are as defined above; 

U represcr.ls a hydroxy group, a halogen atom (preferably » chlorine, bromine or Iodine alom) or a group of lormuln 
-0-SO,-RS (in which R5 represents: an alkyi group having from 1 lo 6 carbon atonf^s. such as a melhyl or ethyl 
group; a hatogenated alkyi group having tro.r. ; to 4 carbon atoms, such as those exemplified above in rolat.on to 
substiluenl o. espedally a trinuoromethyl group; or a carbocycHc aryl group having from 6 lo 10 carbon atoms 
which is unsubstituted or is substituted by at least one substituent selected from allcyl groups hav»ig from 1 to 4 
carbonatoms. nllrogroupsorhalogen atoms, such as the phenyl.2.tolW.£-n»rophenyl andfi-bromophenyl groups); 
and 

Z represents any of those groups represented by Z |i.e. a group of fomtula (Za). (Zb), (Zc) or (Zd)| in v^ich a 
group of fomiula >NH is protected, e.g. by conversion to a group of formula >N-CPh, (i.e. protected by a triphe- 
nytmothyl group (hereinafter referred to as a trityl group)|. 



Step A1 



In Slop A1, a compound of formula (IV) is prepared by reacting a compound of formula (II) with a compound of 

'°""v!mere U represents a hydroxy group, the reaction of this step may be carried out by the conventional procedure 
Iviown as a IMitsunobu reaction lO. Milsunobu. Synthesis. 1(1981)1- 
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The reaction is usually carried out in a solvent in the presence of at least one azo compound and at least one 
phosphino. 

There is no particular restriction on the nature of the azo compounds used, and any azo compounds commonly 
used in this type of reaction may equally be employed here used. Examples or such azo compounds include diethyl 
azodicarboxylate and 1, V-(azodicart>onyl)dipfporidine. There Is likewise no particular resUiction on the nature ol the 
phosph'mes used, and examples include triphenylphosphine and tributylphosphine. 

The reaction is normally and preferably olfocted in the presence of a solvent There Is no particular restriction on 
the nature of the solvent to be employed, provided that it has no adverse effect on the reaction or on the roagonls 
involved and that it can dissolve the reagents, at least to some extent. Examples of suitable solvents include: hydro- 
carbons, such as bcnzono, tolucno. xylono. hoxano or heptane; halogcnatcd hydrocarbons, such as chloroform, meth- 
ylene chloride, carbon tetrachloride or l.a-dichloroethane; ethers, such as diethyl ether, tetrahydrofuran or dioxane; 
amides, such as dimethyUormamide. dimethylacetamide or hexamethylphosphoric triamide: and mixtures of any two 
or mora of these solvents. 

The reaclion can take place over a wide range of temperatures, and the precise reaction temperature is not critical 
to the invention. In general, we find it convenient to carry out the reaction at a temperature of from 10'C to 100'C, 
more preferably from 20*C to 80'C. The lime required for the reaclion may also vary widely, depending on many factors, 
notably the reaction temperature and the nature of the reagents and solvent employed. However, provided that the 
reaction is offoctod undor the preferred conditions outlined abovo, a poriod of from 1 hour to 3 days, more preferably 
from 5 hours to 3 days, wilt usually suffice. 

Where U represents a halogen atom or a group OSOg-R^. the reaction may be carried out in an inert solvent and 
in the prosonco of a base. 

There is no panicular restriction on the nature of me base employed In this reaction and any base commonly used 
in conventional reactions of this type may equally be used here. However, examples of preferred bases include: alkali 
metal carbonates, such as sodium cartsonate or potassium cartK>n.atd: alkali metal hydrides, such as sodium hydride, 
potassium hydride or lithium hydrkie; alkali metal aikoxides, such as sodium methoxkia, sodium ethoxide. potassium 
t-butoxide or lithium methoxkje; alkyllithium compounds, such as butyllithium or methyllithium; lithium amides, such as 
lithium diethylamide, lithium diisopropylamide or lithium bis(trimethylsilyl)amkSe; alkali metal hydrogencarbonates. such 
as sodium hydrogencarbonate or potassium hydiogencarbonate; and tertiary organic amines, such as 1.5-diazabicycto 
(4.3.0]non-5 ono. 1 .8-diazabicyck>[5.4.0]undoc-7'Ono or N,N-diisopropyk3thylamino. Of those, wo profor tho alkali met- 
al cartxsnatos. alkali metal hydrkles ai^d alkali metal aikoxides. 

The reaction is normally and preferably effected in the presence of a solvent There is no particular restriction on 
the nature of tho solvent to be omptoyed. provided that it has no adverse effect on the reaction or on tho reagents 
involved and that it can dissolve the reagents, at least to soma extant. Exanoples of suitable solvents inckJde: hydro- 
carbons, such as benzene or toluene; ethers, such as tetrahydrofuran or dioxane; alcohols, such as methanol, ethanol 
or t-butanoi; amides, such as dimeihyiformamkie. dimethylacetamide or N-methylpyrrolklinona; ketones, such as ac- 
etone or 2-butanone; nitrites, such as acetonilrila; sulphoxides, such as dimejhyl sulphoxide; and mixtures of any two 
or more of these solvents. Of these, we prefer the ethers, amkles, ketones or sulphoxides. 

Where ihe reaction is carried out in the presence of a phase transfer catalyst such as benzyltrieihylammonium 
iodide or tetrabutylammonium k)dkJe. it can be carried out using as the base an alkali metal hydroxide, such as sodium 
hydroxide or potassium hydroxkjo, In a two-layor solvent system consisting of water and one or more hatogenatod 
hydrocarbon, such as methylene chloride or chloroform. 

The reaction can take place over a|(vide range of temperatures, and the precise reaction temperature is not critical 
to tho invention. In general, wo find It convenient to carry out tho reaction at a tomporaturo of from -10*C to 120*C, 
more preferably from 10*C to 100*C. The time required for the reactksn may also vary wkJaly. depending on many 
factors, notably the reaction temperature and the nature of the reagents and solvent empk)yed. However, provkied 
that the reaction is effected under the preferred conditions outlined above, a perkxl of from 30 minutes to 48 hours, 
more preferably from t to \6 hours, will usually suUice. 

Step A2 

In Stop A2. a compound of formula (1) is prepared by removing tho protecting trityl group from the compound of 
formula (IV). 

The reaction in this step may be carried out by reacting the compound of formula (iV) with an acid, such as formic 
acid, acetk: ackj, trifluoroacetic acid, methanes ulphonk: ackj, benzenesulphonic acid.£-toluenesulphonic ackJ, trifluor- 
omethanesulphonk: acid, hydrochloric acid or sulphurk: acid, in the presence or absence of a solvent. 

Whoro this reaction is carried out in the presence of a solvent, there is no particular restriction on the nature ol the 
solvent to be employed, provided that it has no adverse effect on the reactkxi or on the reagents involved and that it 
can dissolve the reagents, at least to some extent Examples of suitable solvents include, hydrocarbons, such as 
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benzene, toluene, xylene, hexane or heptane; h^logcnalcd hydrocarbons, such as chloroform, methylene chloride or 
carbon telrachlorido; ethers, such as diethyl ether.Jeirahydrofuran or dioxane; alcohols, such as methanol or elhanol; 
amides, such as dimethytfornnamide, dimethylaqetamide or hexamethylphosphoric triamide; esters, such as methyl 
acetate or olhyl acetate; water; and mlxturos ol any two or more of these solvents. 

5 The reaction can take place over a wide range of temperatures, and the precise reaction temperature ts not critical 

lo the invention. In general, we find it convenient to carry out the reaction at a temperature of from -10'C to 120'C. 
more preferably from O'C to lOO'C. The time required for the reaction may also vary widely, depending on many factors, 
notably the reaction temperature and the nature of the reagents and solvent employed. However, provided that the 
reaction is effected under the preferred conditions outlined above, a period of from 10 minutes to 24 hours, more 

10 preferably from 30 minutes to 16 hours, will usually suffice. 

Alternatively, the reaction In this step may be carried out by subjecting the compound of formula (IV) to catalytic 
hydrqgenation. Examples of suHable catalysts include: for example, palladium-on-charcoal. palladium black, platinum 
oxide or platinum black, preferably palladium-on-charcoal. 

The reaction is normally and preferably effected In the presence of a solvent. There is no partteular restriction on 

IS the nature of the solvent to be emptoyed, provided that it has no adverse effect on the reaction or on the reagents 
involved and that it can dissolve the reagents, at least to some extent. Examples of suitable solvents include: hydro- 
carbons, such as benzene, toluene, xylene, haxane or heptane: halogenated hydrocarbons, such as chloroform, meth- 
ylono chtorWo or carbon tetrachloride; othors. such as diethyl other, totrahyrofuran or dioxane; alcohols, such as meth- 
anol, ethanol or isopropanol; amfctes. such as dimethylformamide. dimethylacetamide or hexamethylphosphoric tri- 

20 amide; carboxylic acids, such as formic acid or acetic acki; and mixtures of any two or more of these solvents. 

The reaction can take place over a wide range of lomporaturcs. and the proclso reaction tomporaturo is not critical 
to the invention. In general, we find it convenient to carry out the reaction at a temperature of from 10*C to 140*C, 
more preferably from 20*C to 120»C. The time required for the reactkx> may also vary widely, depending on many 
factors, notably the reactkDn temperature, the nature of the reagents and solvent empk»yed and other factors. However; 

2S provided that the reaction Is effected under the prof en-ed conditions outlined above, a period of from 30 minutes to 3 
days, more preferably from one hour to one day will usually suffice. 

In some instances, the reaction may be accelerated by adding a carboxylic acid, such as formic acid, acetk: ackl 
or trifluoroacetic acid, or a mineral acid, such as hydrochlork: actd or sulphurfc acW, to the reaction mixture. 

30 Reaction Scheme B • 

The compound of formula (IV). an intormodiato used in Reaction Scheme A. can also bo prepared by Iho foltowing 
Reaction Scheme B: 

3S Rejection Schemo B: 



40 



4S 



so 




(IV) 

In the above formulae, R^ R2. R3 U. X. Y and T are as defined above. 
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5 

Step B1 

In Step B1. a compound of formula (IV) is prepared by reacting a compound of formula (V) with a compound of 
formula (VI). 

This reaction is essentially the same as that described in Step A1 of Reaction Scheme A. arKi may be carried out 
using the same reagents and reaction conditions. 

Reaction Scheme C 

The compounds of formula (I), which aro tho compounds of the present invention, and the intormodiato of formula 
(IV) can also be prepared by the following Reaction Scheme C. 

Reaction Schomo C: 




(IV) 

or 
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(I) 




10 



20 



2S 



30 



3S 



40 



4S 



In the above formulae: 

oi r2 r3 U X. Y. Z and Z are as delinec^ above; 

Z- repr^senls Z or r. ^ 

luoroacetyl. t-buloxycarbonyl. benzytoxycarDonyi a h 

,nS,epC1.acon,poondo..or.uMVn.).spreparea.v.eac,.n«acca^ ^ and a«y be C3..e. ou. 

using the same reagents a«d reaction condrtions. 

Step C2 ^_«r«io**iinn arouD raprosonlod by B* 

^"^ro^s'ovls"^ «,„a «ide range ot temperatures, and the precise ™f f "/^^IcTo j'^^^^^ 
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notably the reaction temperature and the nature of the reagents and solvent employed. However, provided thai the 
reaction is effected under the preferred conditions outlined above, a period of from 30 minutes to 24 hours more 
prefer;)bly from 1 to 16 hours, will usually suffice. 

Whore the protecting group represented by R6 and/or R7 is a phthaloyi group, it can be removed by treatment with 
a hydrazine or a primary amine. 

Examples of suitable hydrazines include, for example, hydrazine, melhy&iydrazine and phenylhydrazine. Examples 
of suitable primary amines include, for example, mothylamine. elhylamine, propylamine, bulylamine, isobutylamine. 
pentylamine and hexytamine. 

The reaction is normally and preferably effected in the presence of a solvent There is no partcular restriction on 
the nature of tho solvent to bo omptoyod, provided that it has no adverse effect on tho reaction or on iho reagents 
involved and that it can dissolve the reagents, at least to some extent. Examples of suitable solvents include: alcohols, 
such as methanol or ethanol; ethers, such as tetrahydrofuran or dioxane; halogenated hydrocarbons, such as meth- 
ylene chloride or chloroform; and mixtures of any two or more of these solvents. 

The reaclion can take place over a wWe range of temperatures, and the precise reaction temperature is not critical 
to the invention. In general, we find it convenient to carry out the reaction at a temperature of from 0»C to 100'C. more 
preferably from 10»C to 80»C. The lime required for the reaction may also vary widely, depending on many factors, 
notably the reaction temperature and the nature of the reagents and solvent employed. However, provided that the 
reaction is effected under tho proforrod conditions outfinod above, a period of from 30 minutes to 24 hours, more 
preferably from 1 to 16 hours, will usually suffice. 

Moreover, if desired, the protecting group in r can be removed to produce a group Z. This reaction is essentialty 
the same as that described in Step A2 of Reaction Scheme A. and may bo carried out using tho same roagonis and 
reaction coriditions. 

Step C3 

In Step C3. a compound of formula (IV) is prepared by a dehydration-condensation reaction of an amino compound 
of formula (IX) with an carbonyl compound c< formula (X). 

The reaction is normally and preferably effected in the presence of a solvent There is no particular restriction on 
tho nature of tho solvonl to bo omptoyod. provided that it has no adverse effect on tho reaction or on the roagonis 
involved and that It can dissolve the reagents, at least to some extent. Examples of suftable solvents include: hydro- 
carbons, such as hexane. benzene or xylene; halogenated hydrocarbons, such as methylene chloride, chloroform or 
1.2-dichloroolhano; others, such as tetrahydrofuran or dioxano; ateohols, such as methanol or ethanol; osiers, such 
as ethyl acetate or butyl acetate; and amides, such as dimethylfomnamide or dimethylacelamide. Of these, we prefer 
the hydrocarbons, halogenated hydrocarbons, ethers or alcohols. 

The reaction can take place over a wide range of temperatures, and the precise reactton temperature is not critical 
to the invention. In general, we find it convenient to carry out the raactnn at a temperature of from 0»C to 120»C more 
preferably from lO^C to 100«C. The time required for the reaction may also vary widely, depending on many factors 
notably the reaction temperature and the nature of the reagents and solvent employed. However, provided that the 
reaction is effected under the preferred conditions outfined above, a period erf from 30 minutes to 24 hours, more 
preferably froit) 1 to 16 hours, will usually suffice. 

Reaction Scheme D 

A compound of formula (11). which is one of the staning materials in Reactton Schem* A. can be prepared by for 
example, the following Reaction Scheme D. 
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(V) 



N OH 




Step Ol 



f5 



20 



2S 



30 



y 




N O r2- 

(Ila) 



-OH 



St«p D2 



Step D3 



45 



N O r2. 

(lib) 



-LT 



so ^"^^^'^ ""'^ '«P^«3ent, a halogan alom or a group C formula O- 

SOjJRs (in which RS IS as defined above) included in tha dofinilion ol thG group U. 



whinlTur-r'^ of formula (lla) which may be prepared by Ihis reaction scheme is a compound of formula (II) 

rh:,oge;T.rora%r^^ 

stop D1 



in 

represents 



SO 



55 



formate (X0.°' ' ^ °' ^'^"^ Preparedby reacting a compound ol formula (V) with a compound of 

This reaction Is essentially the same as that described in Step At ol Reaction Scheme A. where U 
halogen atom or a group of lomwia -O-SOi-RS. and may be carried out using the 
lions. 



represents a 
using the same reagents and reaction condi- 



Step D2 



In Step D2, a compound oi formula (lla) is prepared by removing a letrahydropyranyl group from the 



compound 



4 
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of formula (Xtl). 

This reaction is essenttaUy the same as that described in Step A2 of Reaction Scheme A. and may be carried out 
using an acid (as exemplified in that Step) and the same reaction conditions. 

Step 03 



In Step DO. a compound ol lormula (lib) is prepared by converting the hydroxy group in the compound ol formula 
(lla) to a halogen atom or to a group of formula -O-SOj-R^. 

Where U' represents a halogen atom, the reaction may be carried out by reacting the compound of formula (Ha) 
with a halogcnating agont in the prosonco of a solvent. 

The nature of the halogenating agent used in this roaction is not critical to the Invention, and examples of such 
halogenating agents include: thionyl haUdes, such as thionyl chloride or thionyi bromide; phosphorus pentahalides 
such as phosphorus pentachloride or phosphoms pentabromide: phosphorus oxyhalides, such as phosphorus oxy- 
chloride or phosphonis oxybrorr>ide: and oxalyl chloride. Of these, we prefer the thionyl halidas or oxalyl chloride 

The reaction is normally and preferably effected in the presence of a solvent There is no particular restriction on 
the nature of the solvent to be employed, provided that it has no adverse effect on the reaction or on the reagents 
involved and that it can dissoh^e the reagents, at least to some extent. Examples of suitable solvents include: hydro- 
carbons, such as hoxane. bonzono, toluene or xylene; halogonatod hydrocarbons, euch as methylene chloride, chlo- 
roform or 1.2-dichloroethane; ethers, such as telrahydrofuran or dioxane; and asters, such as ethyl acetate or butyl 
acetate. Of these, we prefer the halogenated hydrocarbons or ethers. 

The roaction can lake place over a wide range of temperatures, and the precise reaction tomporaturo is not critical 
to the invention. In general, we find it convenient to carry out the reaction at a temperature of from -10«C to 100»C, 
more preferably from 10»C to 80*C. The time required for the reaction may also vary widely, depending on many factors! 
notably the reaction temperature and the nature of the reagents and solvent employed. However, provided that the 
reaction is effected under the preferred conditions outlined above, a period of from 30 minutes to 24 hours, more 
preferably from 1 to 16 hours, will usuaUy suffice. 

Alternatively, the reacUon in this step may be carried out by reacting the compound of formula (lla) with a halo- 
genating agent, such as carbon tetrachloride, carbon tetrabromide. N-bromosuccinimide or i^-chlorosuccinimide. in 
the proscnco of a phosphino. such as triphonylphospino or tributylphosphine. The roaction conditions omployod in tihis 
reaction are similar to those ol the Mitsunobu reaction described in Step Al of Reaction Scheme A. 

Where U' represents a group of formula -O-SOj-RS in the compound of formula (lla). the reaction may be carried 
out by reacting the compound of formula (lla) with a compound of formula RP-SOg-CI (in which RS is as defined above) 
or with a compound of formula (RS.S02)20 (In which RS is as defined above) in an inert solvent in the presence of a base 
The nature of the base used in this reaction is not critical to the invention, and examples of such bases include 
tertiary amines, such as triethylamine, N-methylmorphoUne and N.N-dusopropylethylamine, 

The reaction is normally and preferably effected in the presence of a solvent. There is no particular restriction on 
the nature of the solvent to be employed, provided that it has no adverse effect on the reaction or on the reagents 
involved and that it can dissolve the reagents, at least to some extent. Examples of suitable solvents include: hydro- 
carbons, such as hexane. benzene, toluene or xylene: halogenated hydrocarbons, such as methylene chloride, chlo- 
roform or 1.2-dichloroothane; ethers, such as telrahydrofuran or dioxane; and esters, such as ethyl acetate or butyl 
acetate. Of these, we prefer the halogenated hydrocarbons or ethers. 

The reaction can take place over a wide range of temperatures, and the precise reactkm temperature is not critical 
to the invention. In gonorai. wo find it convenient to carry out the roactwn at a tomporaturo of from -lO^C to 100'C 
preferably 0*C to 60*C. The Ume required for the reaction may also vary widely, depending on many factors, notably 
the reaction temperature and the nature of the reagents and solvent emptoyed. However, provided that the reaction is 
effected under the preferred conditions outlined above, a period of from 30 minutes to 24 hours, more preferably from 
1 lo 16 hours, will usuaUy suffice. 

In each of the aforesaid steps, after completion of the reaction, the desired compound may be recovered from the 
reaction mixture and. if necessary, may be purified by conventonal means, for example, by column chromatography, 
recrystaiyzalk)n. reprecipitatkxi and similar rriethods. An example of one such technique comprises: extracting the 
compound by adding di organk: solvent to tho roaction mixture; distilling off the solvent from the extract; and finally 
purifying the compound by column chromatography through silica gel or the like lo afford a pure specimen o/the desired 
compound. 



BIOLOGICAL ACTIVITY 



The compounds of formula (I) and salts thereof possess the ability to lower bkxxJ glucose levels, to relieve obesity, 
to alleviate impaired glucose tolerance, to inhibit hepatic gluconeogenesis. to tower bkxxi lipki levels and to inhibit 
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aldose reductase. They are thus uselul for the prevention and/or therapy of hyperglycemia, obesity impaired glucose 
toterarKe (IGT). Insulin resistant non-IGT (NGT). non*diagnostic glucose tolerance, insulin resistance, hyperlipidemia. 
di;^beric complications (irwluding retinop^ithy. nephropathy neuroppithy cataracts and coronary artery disease) and 
arteriosclerosis and furthermore for essential hypertension, cachexia, psoriasis and osteoporosis. In addition, they are 
5 useful for the treatment and prevention of polycystic ovary syndrome, fatly liver and gestational diabetes mellitus 
(GDM). 

The compounds of the present invention can bo ndminislornd in various forms, dopondinq on the disorder to bo 
treated and the age, condition and body weight of the patient, as is well known in the art. For example, where the 
compounds are to be administered orally, they may be formulated as tablets, capsules, granules, powders or syrups: 

10 or for parenteral administration, they may bo formulated as injections (intravenous, intramuscular or subcutaneous), 
drip infusion preparations or suppositories. For application by the ophthalmic mucous membrane route, they may be 
formulated as eyedrops or eye ointments. These formulations can be prepared by conventional means, and, if desired, 
the active ingredient may be mixed with any conventional additive, such as an excipient, a binder, a disintegrating 
agent, a lubricant, a corrlgent, a solubilizlng agent, a suspension aid, an emulsifying agent or a coating agent. Although 

IS the dosage will vary depending on the symptoms, age and body weight of the patient the nature and severity of the 
disorder to bo treated or prevented, the route of administration and the form of the drug, in general, a daily dosage of 
from 0.01 to 2000 mg of the compound is recommended for an adult human patient, and this may be administered in 
a single dose or in divided doses. 

The preparation of various of the compounds of the present invention is further illustrated by the following non- 

20 limiting Examples. The preparation of certain of the intermediates used in these Examples is illustrated by the subse- 
quent Preparations, and pharmaceutical compositions containing the compounds of the present invcntfon are illustrated 
by the subsequent Fonmulattons. 

EXAIVIPLE 1 

25 

544'(2-Ben2vlideneaminooxvethoxvtoenzvnihiazolidine-2.4-dion6 (Compound No. 1-1 > 

ira> 5-f4-(2-BenzvlideneaminooxvethoxvfeenzvlV3'tritvUhiazolidine-2.4-dione ^ 

»• • 

30 A solution of 450 mg of diethyl azodicarboxylaie in 4 ml of letrahydrofuran was added dropwise at room temperature 

to a splution of 383 mg of 2-(benzylideneaminooxy)ethanol (prepared as described in Preparation 1). 1.00 g of 5- 
(4-hydroxybonzyl)-3-tritylthiazolidir)o-2.4-diono and 629 mg of triphonylphosphine in 10 ml of letrahydrofuran. and the 
resulting mixture was stirred at room temperature for 16 hours. At the end of this time, the reaction product vyas purified 
by column chromatography through silica gel. using a 3 : 1 by volume mixture of hexane and ethyl acetate as the 

^5 eiuent. to give 0.53 g of the title compound as a gum. 

Nuclear Magnetic Resonance Spectrum (CDCIq, 270 MtHz. using letramethylsiiane as the internal standard). 

6 ppm: 

3.07 (1H. doublet of doublets. J = 8.5 & 14 Hz); 
'to 3:44 (1 H. doublet of doublets. J = 4 & 1 4 Hz); 

4.26 (2H. triplet. J = 4.5 H2); • 
4.36 (1H. doublet of doublets. J = 4 & 8.5 Hz); 
4.52 (2H. triplet. J s 4.5 Hz); 
6.88 (2H. doublet. J = 8.5 Hz); 
7. 1 2 (2H. doublet, J = 8.5 Hz); 
7. 17 - 7.59 (20H. muttiplet): 
8.14 (1H. singlet). 

1 (b) 5-f 4-(2-BenzvlideneaminooxYethoxv)benzvllthia2olidine-2.4-dione 

so 

A solution of 0.53 g of 5-{4-(2-bonzylidoncaminooxyclhoxy]bcnzyll-3-trilylthiazolidine-2,4-diono (prepared as de- 
scribed in step (a) above] in a mixture of 10 ml of dioxane. 7 ml of acetic acid and 3 ml of water was stirred at 80*0 
for 2 hours. At the end of this time, the reaction mixture was concentrated by evaporation under reduced pressure, 
and then the remaining acetic acid and water were removed by distillation as a toluene azeotrope. The residue thus 
ss obtained was purified by column chromatography through silica gel, using a gradient elution method, with mixtures of 
hexane and ethyl acetate ranging from 2 : 1 to 1 : 1 by volume as the elucnt. to give a product as a crystalline powder 
This powder was suspended In diisopropyl ether and then collected by filtration, to give 215 mg of the title compound, 
melting at 126- 129»C. 
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Nuclear Magnetic Resonance Spectrum (CDCI3. 270 MHz, using tetramethylsilane as the internal standard), 

S ppm: 

3.10 (1H. doublet o( doublets. J = 9 & 14 Hz); 

3.45 (1H. doublet dl doublets. J = 4 & 14 Hz); 

4.26 (2H, triplet. J = 4,5 Hz); 

4.47 - 4.53 (3H,multlplet); 

6.90 (2H. doublet. J = 8.5 Hz); 

7.14 (2H. doublet, J = 8.5 Hz): 

7.36 -7.38 (3H, multiplot); 

7.56 - 7.59 (2H, mulllplet); 

8.02 (1 H. broad singlet); 

8.14 (1H. singlet). • 

EXAMPLE 2 

5-f4'f2-f2' QuinoMmethvleneaminooxY)ethoxvlbenzvnthiazolidine-2.4-dione (Compound No. 1*1491 

2(a) 5'{4-l2>(2-Quinolvlmethvleneaminooxv)ethoxvlbQnzvl)>3>tfitvlthiazolidine«2.4'dlonQ 

Following a procedure similar to that described in Example 1(a). but using 478 mg of 2-(2-quinolylmethylonoam- 
inooxy)ethanol (prepared as described in Preparation 2), l .on n of 5-(4-hydroxybenzyl)-3-tritylthiazolidine-2,4-dione. 
638 mg of triphenylphosphine and 423 mg ol diethyl azodicarooxylale, 1.12 g of the fiUe compound were obtained as 
a crystalline powder, melting at 127 - 1 30"^C. 

^H Nuclear Magnetic Resonance Spectmm (CDCIg, 270 MHz. using tetramethylsilane as the inlemal standard), 
5 ppm: 

3,06 (1 H. doublet of doublets, J = 8.5 & 1 4 Hz); 
3.41 (1 H, doublet of doublets. J 4 & 14 Hz); 
4.29 - 4.38 (3H. multiplet); 
4.61 (2H. triplet. J = 4.5 Hz); 
6.90 (2H. doublet. J = 8.5 Hz); 
7 11 -7.44 {17H. multiplet); 

7.56(1H. triplet. J = 8Hz); " ' 

7.72 (1H, triplet, J = 8 Hz); 

7.82 (IH. doublet. J = 8 Hz); 

7.96 (IH, doublet. J = 6.5 Hz); 

8.09 (IH. doublet. J = 8.5 Hz); 

8.13 (IH. doublet. J = 8 Hz); 

8.39 (IH, singlet). 

2(b) 5'f4-f2-f2-CKiino^l methvleneaminooxv)ethoxv1benzvl)thiazoiidine-2.4<lio^ 

Following a procedure sImUar to that described in Example 1 (b), but using 1.00 g of 5-{4-(2-(2-quinolylmelhylene- 
aminooxy)ethoxyJbenzyO-3-lrityllhiazolidine-2.4-dione [prepared as described in step (a) above], 522 mg of the tiUe 
compound were obtained as a crystaiUne powder, melting at 164 - 166'C. 

Nuclear M«gneUc Resonance Spectrum (hexadeulerated dimethyl sutphoxide. 270 MHz, using telramethytsilane 
as the internal standard), 5. ppm: 

3.06 (IH, doublet of doublets. J = 9 & 14 Hz); 

3.31 (1H. doublet of doublets, J = 4.5 & 14 Hz); 

4.30 (2H. Iriptel. J = 4.5 Hz); 

4.56 (2H. triplet. J = 4.5 Hz); 

4.87 (IH, doublet of doublets. J s 4.5 & 9 Hz); 

6.94 (2H. doublet. J = 8.5 Hz); 

7.17 (2H. doublet, J = 8.5 Hz); 

7.66 (1H. triplet. J = 8 Hz); 

7.80 (IH. triplet. J = 8 Hz); 
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7. 95 - 8.06 (3H, multiplel): 

8.37 (1H, singlet); '-t 

8.42 (1H, doublet. J = 8.5 Hz). 



EXAMPLE 3 

^.^^,iP.n.Qu\no\^^rn.^^^^^ fCompound No. 1-150) 

f^ fA^ s.(4-[2^(30»<inQlvimethvien p;^minoQxv^ethovYlh^n7vn.3-trilvlthia70iidm^^^ 
Asolutionor073gofi:iMa2Odicaftonyl)dipiperazineinl0m!oflol^ 



3.07 (1H, doublet ol doublets. J = 9 & 14 Hz); 
20 3.41 (1H. doublet ot doublets. J = 4 & 14 Hz); 

4.30 {2H, triplet. J = 4.5 Hz); 

4.36 (1H, doublet of doublets. J = 4 & 9 Hz); 

4.60 (2H. triplet. J = 4,5 Hz); 

6.91 (2H. dpublet. J = 8.5 Hz); 
25 7.12 - 7.44 (17H. muHlplet); 

7.57 (1H. triplet. J = 7.5 Hz); 

7.75 (IH, triplet, J = 7.5 Hz); 

7.83 (IH, doublet. J = 8.5 Hz); 

8. 1 2 (1H, doublet, J = 8.5 Hz); 
30 8.18 (IH. singlet); 

8.27 (IH. singlet); 
. 9.21 (1H, singlet). 



a ^b) 5.J4-i2-(3-9uinolvlmethY lftnflaminQoxY)etbQxvlbcnzvlHhiay<ilidine-2.^ 

Following b procedure similar to thai described in Example 1 (b). but using 0 89 g ^-^^ f^^-^^^"^^^^^^ 
aminooxy)ethoxylbenzyl).34ritylthi^^^^^^^^^ (prepared as described in step (a) above). 0.47 g ol the title 

compound was obtained as a crystalline powder, melting at 1 82 - 184-C. ™ .etramethvlsilane 

Nuclear Magnetic Resonance Spectrum (hexadeuterated dimethyl sulphoxide. 2T0 MHz. using tetramethylsilane 

40 as the internal standard), 6 ppm: 



3.06 (IH, doublet of ctoublets. J = 9 & 14 Hz); 
3,31 (IH. doubtet of doublets, J = 4 & 14 Hz); 
4.28 (2H. triplet, J = 4.5 Hz); 
4S 4.52 (2H, triplet. J = 4.5 Hz); 

4.87 (IH. doublet of doublets, J = 4 & 9 Hz); 
6.94 (2H, doublet. J = 8.5 Hz); 

7. 1 7 (2H. doublet, J = 8.5 Hz); ; 
7.66 (IH, triplet, J = 7.5 Hz); 

50 7.81 (IH, triplet. J = 7.5 Hz); 

8.05 {2H, doublet, J = 8.5 Hz); 
8.53 (2H. singlet); 

9.18 (IH. singlet). 
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EXAMPLE 4 

5>f4-f2-f2-Pvridvlmethvleneamiri ooxv)Gthoxvlben7vlithi;=<7oHdine-2.4-dione (Compound No. 1-87^ 

4(a) 5-(4-f2>(2-Pvfid vlmethvleneaminooxvlethoxvlbenzvll-3>tfitvlthtazolidine>2.4>diono 

Following a procedure similar lo thai described in Example 3(a). but using 498 mg of 2.(2-pyrldyImelhyIenoami- 
nooxyjGlhanol (prepared as describod In Preparation 4), 1.13 g or 5-(4.hydroxyben2yl).3-trityllbia20lidine-2,4.diono 
0.75 ml of tributylphosphine and 693 mg of 1 . 1 •Kazodicarbonyl)dipiperazine, 0.82 g of the title compound was obtained 
as a foam-liko solid. 

'H Nuclear Magnetic Resonance Spectrum (CDCIg. 270 MHz. using tetramethylsilane as the internal standard) 

5 ppm: 

3.06 (1 H. doublet of doublets. J = 9 & 14 Hz); 

3.42 (1H. doublet of doublets, J = 4 & 14 Hz); 

4.27 {2H. triplet, J = 5 Hz); 

4.37 (1 H. doublet of doublets. J = 4 & 9 Hz); 

4.58 (2H. triplet. J = 5 Hz); 

6.89 (2H. doublet. J = 8.5 Hz); 

7.11 -7.33(18H. multiplet); 

7.69 - 7.77 (2H. multiplot); 

8.24 y.H. singlet). 

8.63^'H. dout>let. J 5 Hz). 

4(b) 5-f4-f2'(2-Pvridvlm ethvlaneamlnooxvtethoxv1benyv»thiayolidine>2.4-dione 

Follo\ling a procedure similar to that described in Example 1(b), but using 0.82 g of 5-{4.I2-(2-pyridylmethylene. 
aminooxWelhoxyJbenzyl)-3-tritylthiazolidine-2.4<lione [prepared as described in step' (a) aba^e], 0.42 g of the title 
compound was obtained as a crystalline powder, molting at 161 - 163'C. 

Nuclear Magnetic Resonance Spectrum (hexadeuterated dimethyl sulphoxide. 270 MHz. using tetramethylsilano 
as the internal standard). 6 ppm: 

3.06 (1 H, doublet of doublets, J = 9 & 14 Hz); 

3.31 (1H. doublet of doublets. J = 4 & 14 Hz); 

4,26 (2H. triplet. J = 4.5 Hz); 

4.49 (2H. triplet. J = 4.5 Hz). 

4.88 (1 H, doublet of doublets. J s 4 & 9 Hz); 

6.92 (2H, doublet. J - 8.5 Hz); 

7. 16 (2H. doublet. J = 8.5 Hz); 

7.40 - 7.45 (IH. multiplet); 

7.79 - 7.89 (2H. muWplet); 

8,22 (1H. singlet); 

8.61 (1H.doublot..J= 5 Hz); 

11.98 (1H, singlet). 

EXAMPLE 5 

5-f4-f2-(3-Pyndvlmeth yleneaminooxv)ethoxvlbenzvl)thiazolidine-2,4-dione (Compound No. 1-88) 

5(a) 5-(4'f2>(3-Pvfidv lmethyleneamtnooxvethoxvlbonzvn 3-tritvlthiazolidino-2.4«dione 

Following a procedure similar to that described in Example 3(a). but using 0.90 g of 2-{3-pyrWyfmethyleneami. 
nooxy)elhanol (prepared as described in Preparation 5). 2.00 g of 5-(4-hydroxybenzyl)-3-trityllhiazoIidine-2 4-dione 
1 .32 ml of tribulylphosphino and 1 .23 g of 1 .r-(azodicarbonyl)dipiporazine. 1 .37 g of the title compound were obtained 
as a crystailino powder, melting at 155 - 157»C. 

' H Nuclear Magnetic Resonance Spectrum (CDCI3. 270 MHz. using tetramethylsilane as the internal standard) 

o ppm: " 
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3.07 (1H. doublet of doublets. J = 9 & 14 Hz^;^ 

3.41 (1H, doublet of doublets. J = 4'& 14 HzK • 

4.26 (2H, triplet, J = 4.5 Hz); 

4,36 (1H. doublet of doublets, J = 4 & 9 Hzlj^ 
s 4.54 (2H, triplet, J = 4.5 Hz): ■* * 

6.88 (2H. doublet. J = 8.5 Hz); 

7.11 -7.37 (18H. multiplet); 

7.93 (1H, doublet, J = 8 Hz); 

8.13 (1H, singlet); 
10 '■' 8.60 (1 H. doublet of doublets. J = 1 .5 & 5 Hz); 

8.73 (1H, doublet. J = 2 Hz). 

« 

5(b) 5-(4>f2-(3-Pvfidylmethvleneaminooxv)ethoxvlbenzvlUhiazondine-2.4>diono ' 

IS Following a procedure similar to that described in Example 1(b). but using 1.27 g of 5-{4-(2-(3-pyridylmelhylcnc- 

amiriooxy)elhoxy)benzyl)-3-lrityfthiazolidine-2,4-dione [prepared as described in step (a) above). 0.75 g of the title 
compound was obtained as a crystnlline powder, melting at 157 - 159**C. 

Nuclear fvlagnolic Resonance Spectrum (hcxadeuteratcd dimethyl sulphoxkJo. 270 MHz, using tctramclhylsilanc 
as the internal standard). 5 ppm: 

£0 

3.06 (1H. doublet of doublets. J = 9 & 14 Hz); 

4.32 (1 H, doublet of doublets. J = 4 & 14 Hz); 

4.24 (2H, triplet. J = 4.5 Hz); 

4.46 (2H. triplet. J = 4.5 Hz); 
2S 4.87 (1H. doublet of doublets, J = 4 & 9 Hz); 

6.92 (2H. doublet. J = 8.5 Hz); 

7. 16 (2H. doublet, J = 8.5 Hz); 

7.45 (1H. doublet of doublets. J = 5 & 8 Hz); 

8.02 (1H, doublet. J = 8 Hz); 
30. 8.37 (1H. singlet); 

8.G0 (1H, doublet. J = 5 Hz); 

8.78(1H. singlot). 



EX^AMPLE 6 

5-(4-[2'(4-Pvridvlmethvleneaminooxv)ethoxvlben7vlHhia7olidine-2.4>dione (Compound No. 1-89) 

6(a) 5>(4-f2-(4-Pvridvlmethvleneaminooxy)ethQxv1benzvll-3-tritvlthiazolidine-2.4KJione 

Following a procedure similar to that described in Example 3(a), but using 0.88 g ot 2-(4-pyridylmethyIoneami- 
nooxy)Gthanol (prepared as described In Preparation 6), 2.00 g of 5-(4-hydroxybenzyl)-3-tritylthlazolldine-2.4-dione. 
1 . 32 ml of tributylphosphine and 1 .23 g of 1 . 1 *-(azodicart3onyl)dipiperazine, 1 . 1 Q g of the title compound were obtained 
as a foam-liko solid. 

'H Nuclear Magnetic Resonance Spectrum (CDCIg, 270 MHz. using tetramelhylsilane as the internal standard). 

6 ppm: - 



3 08 (1H. doublet of doublets. J = 9 & 14 H/); 

3.40 (1H. doublet of doublets, J = 4 & 14 Hz); 

4.26 (2H, triplet. J = 4.5 Hz); 

4.37 (1H. doublet of doublets. J = 4 & 9 Hz); 

4/57 (2H. triplet, J = 4.5 Hz); 

6.88 (2H, doublet. J = 8,5 Hz); 

7. 13 (2H. doublet. J = 8.5 Hz); 

7.17- 7.33 (15H, multiplet); 

7 43 (1H. doublet, J x 6 Hz); 

8.07 (1H. singlet); 

8.62 (1H. doublet. J = 6 Hz). 
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6(b) 5-f4-f2-f4-Pvfidvlmethvfeneaminooxv)ethoxvnbenzvl)lhiazo{idine-2.4'dione 

Following a procedure similar to thai described in Example 1(b). but using 1.10 g of 5-(4-(2-{4-pyrfdytmethyteno- 
amlnooxyethoxylben2yl)-3-lritylthia2olidine-2.4-dione (prepared as described In step (a) above]. 0.42 g of the title com- 
pound was obtained as a crystalline powder, melting at 221 "G. 

Nuclear Magnetic Resonance Spectrum (hexadeutcrated dimethyl sulphoxide* 270 MH2. using tetramethylsilane 
as the internal standard). 5 ppm: 

3.06 (1 H. doublet of doublets. J = 9 & 14 Hz); 

3.32 (1H. doublet of doublets. J = 4 & 14 Hz); 

4.25 (2H, triplet. J = 4.5 Hz); 

4.50 (2H. triplet, J 4.5 Hz); 

4.87 (1H. doublet of doublets, J = 4 & 9 Hz); 

6.92 (2H. doublet. J = 8.5 Hz); 

7. 16 (2H, doublet. J = 8.5 Hz); 

7.57 (2H. doublet. J = 6 Hz); 

8.35 (1H, singlet); 

8.63 (2H. doublet. J s 6 Hz). 



EXAMPLE 7 

5>f4'f2-(2-NaphthvlmethvleneaminooxV)ethoxvlbenzvl)thiazolidine>2.4-dtone fComoound No. 1«3) 

7(a) 5-f4H2-(2-Naphthvlmethvleneaminooxv)otho)(vlben2ylt*3-tritvlthiazolidtne-2,4-dion6 

Following a procedure similar to that described in Example 1 (a), but using 400 mg of 2-(2-naphthyimo{hyleneam- 
inooxy)ethanol (prepared as described in Preparation /}, /16 mg of 5-<4-hydroxybenzyl)-3-tritylthiazolidine-2.4-dione. 
525 my of triphenylphosphine and 348 mg of diethyl azodicarboxylate. 712 mg of the title compound were obtained 
as a foam-liko solid. 

^H Nuclear Magnetic Resonance Spectrum (CDCts. 270 MHz. using tetramethylsilane as the internal standard). 
5 ppm: 

3.07 (1H, doublet of doublets, J = 9 & 14 Hz); 

3.40 (1 H. doublet of doublets, J - 4 & 14 Hz); 

4.29 (2H. triplet, J = 4.5 Hz); 

4. 36 (1 H. doublet of doublets. J = 4 & 9 Hz); 

4.56 (2H. triplet. J = 4.5 Hz); 

6.91 (2H, doublet. J = 8.5 Hz); 

7.11 -7.32 (17H. mulliplet); 

7.46 - 7.54 (2H. multiplot); 

7.79 - 7.87 (5H. multiplet); 

8.28 (1H. singlet). 



7(b) 5'f4-f2-(2'Naphthvlmethvteneaminooxv)etnoxv1benzvl)thiazoliciine-2.4'dione 

Following a procedure similar to that described in Example 1(b). but using 712 mg of 5-{4-(2-(2-naphthylmethyle- 
neaminooxy)elhoxy]ben/yl)-3-trityllhtazolidine-2.4-dione [prepared as described in step (a) above], 374 mg of the title 
compound wore obtained as a foam-like solid, melting at 108 - 111 *C. 

^H Nuclear Magnetic Resonance Spectrum (CDCI3, 270 MHz. using tetramethylsilane as the internal standard), 
5 ppm: 



3.09 (IH, doublet of doublets, J = 9.5 & 14 Hz); 

3.45 (IH. doublet of doublets. J = 4 & 14 Hz); 

4.29 (2H. triplet. J s 4.5 Hz); 

4.49 (IH. doublet of doublets. J = 4 & 9.5 Hz); 

4.56 (2H. triplet. J = 4.5 Hz); 

6.92 (2H, doublet. J = 8.5 Hz); 

7.14 (2H. doublet. J = 8.5 Hz); 
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7.47 - 7.54 (2H. mulliplet); . • " ^ 

7.80 - 7.89 (5H. mulllplol); 
8.29 (1H. singlet). ' 

EXAMPLE 8 

5-{4 f2-(3-Phcnvlbcnzvlideneamlnooxv)etho2vlbenzvl)lhiazolidino-2.4<iiono (C ompound No. 1-14) 

Qia) 5-(4-[2-(3'Phenvlbenzvlidencaminooxvlelhoxv]benzvl)'3-tritvlt htazolidine-2.4-dtQne 

Following a procedure similar to that described in Example 1(a). but using 483 mg of 2-(3-phenylbenzylideneam. 
inooxy)clhanol (prepared as described in Preparation 8). 716 mg of 5.(4-hydroxybenzyl)-3-lrilylthiazolidinc-2.4-dione, 
525 mg of triphenylphosphino and 348 mg ol diethyl azodicarboxylate. 807 mg of the trtle compound were obtained 
3S a foam-like solid. 

Nuclear f^gnetic Resonance Spectrum (CDCIg. 270 MHz. using tetramethylsllane as the internal standard). 

6 ppm: 

3.06 (1 H, doublet of doublets. J = 9 & 1 4 Hz); 

3.41 (1H, doublet of doublets, J = 4 & 14 Hz); 

4.27 (2H. triplet. J = 4.5 Hz): 

4.36 (1H. doublet of doublets. J = 4 & 9 Hz); 

4.54 (2H. triplet. J = 4.5 Hz); 

6.90 (2H. doublet. J = 8.5 Hz); 

7.11 -7.61 (25H. multiplel); 

7.80 (1H, singlet); 

8.20 (1H, singlet). 



8(b) 5-{4-r2-(3>Phcnvibepzvlideneaminooxv)ethozvlbenzvinhiazolid ine-2.4-diono 

Following a procedure similar to that described in Example 1(b). but using 800 mg of 5-{4.[2-(3 phenyIbenzylido- 
ncaminooxy)ethoxylbenzyl)-3-trityllhiazolidino-2.4-dione (prepared as doscrtoed in step (a) abovo|, 344 mg of the title 
compound were obtained as a crystalline powder, melting at 128'C. 

»H Nuclear Magnetic Resonance Spectmm (CDCIa, 270 MHz. using tetramethylsilane as the inlernal standard). 
6 ppm: 

3.09 (1H. doublet of doublets, J = 9 & 14 H/); 

3.44 (1H, doublet of doublets, J = 4 & 14 Hz); 

4.27 (2H, triplet. J = 4.5 Hz); 

4.49 (1H. doublet of doublets. J = 4 & 9 Hz); 

4.53 (2H, triptot. J = 4.5 Hz); 

6.91 (2H. doublet. J = 8.5 Hz); 

7. 1 4 (2H . doublet. J = 8. 5 Hz); 

7.34 - 7.61 (8H, multiplot); 

7.81 (1H. smgtet); 

8.20(1H. stnislet). 



EXAMPLE 9 

5-(4 r2-(4-Phenvibenzvlideneaminooxv)ethoxv]benzvl)thtaz6fidine-2.4-dione (Com pound No. 1-15) 

9(a) 5-{4 [2 (4-PhcnYlbcnzvlidGnoaminooxv)cthoxvlbcnzvn-3-tritvlthfazolidine-2.4-diono 

Following a procedure similar to that described in Example 1(a). but using 483 mg of 2-(4-pheny!benzylideneam- 
inooxy)othanol (prepared as described in Preparation 9). 716 mg of 5-(4-hydroxybenzyl)-3-tritylthiazolidine-2,4-diono, 
525 mg of iriphenylphosphlne and 348 mg of diethyl azodicarboxylate. 914 mg of the title compound were obtained 
as a crystalline powder, melting at 157 - 159*C. 

^H Nuclear Magnetic Resonance Spectrum (CDCIs. 270 MHz. using tetramethylsilane as the internal standard), 
5 ppm: 
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3.08 (1H. doublet of doublets. J = 9 & 14 Hz); 
3.42 (1H. doublet oi doublets. J = 4 & 14 Hz); 
4.29 (2H. triplet. J = 4.5 Hz); 
4.37 (1H. doublet of doublets. J = 4 & 9 Hz); ' 
S 4.55 (2H. triplet. J = 4.5 Hz); 

6.91 (?H. doublel. J = 8.5 Hz); 
7.12-7.68 (26H). 8.19 (IH, singlet). 

9(b) 5-(4-f2-(4-PhGnvlbenzvlidenoaminooxv)cthoxvlbenzvlUhiazolidine'2.4-dione 

10 

Following a procedure similar to that described in Example l{b), but using 907 mg of 5-{4-[2-(4-phenylbenzylide- 
neaminooxy)elhoxyJbenzyl)-3-lrilyllhiazolidine-2.4-dione (prepared as described in step (a) above], 442 mg of the title 
compound were obtained as a crystalline powder, melting at 124 - 127*C. 

Nuclear Magnetic Resonance Spectrum {CDCI3, 270 MHz. using tetramethylsilane as the internal standard). 

IS 5 ppm: 

3.11 (IH. doublet of doublets. J = 9 & 14 Hz); 
3.45 (IH. doublet of doublets. J = 4 & 14 Hz); 
4.28 (2H. triplet, J = 4.5 Hz); 

20 4.50 (1 H. doublet of doublets. J = 4 & 9 Hz); 

4.53 (2H. triplet, J = 4.5 Hz); 

6.92 (2H, doublel, J = 8.5 Hz); 
7.15 (2H. doublet. J = 8.5 Hz); 
7.27 - 7.68 (9H, mulliplet); 

25 6.18 (IH, Singlet). 

EXAMPLE 10 

S-l4 f2-(2-Phonyl'5'Pvridvlmothvlonoaminooxv)othoxvibonzYi)thiazolidlno-2.4-diono (Compound No. 1-95) 
^0(a^ 5>(4-f2-(2-Phenvl-5>PVridvlmethvieneaminooxvfethoxv]benzvi)'3'tritv lthiazoiidine-2.4'd^ 

Following a procedure simUar to that described in Example 1(a). but using 390 mg of 2-(2-phenyl-5-pyridylmeth- 
yleneaminooxy)elhanol (prepared as described in Preparation 10). 576 mg of 5-(4-hydroxybenzyl)-3-lrilyWhiazoUdine* 
3S 2.4-dione, 422 mg of triphenylphosphine and 280 mg of diethyl azodicarboxylale, 671 mg of the Utte compound were 
obtained as a crystalline powder, melting at 146 • 148'*C. 

^H Nuclear Magnetic Resonance Spectrum (CDCI3, 270 MHz. using tetramethylsilane as the internal slandafd), 
6 ppm: 

40 3.08 (1 H. doublet of doublets, J = 9 & 1 4 Hz); 

3.41 (1 H, doublet of doublets. J = 4 & 1 4 Hz); 
, 4.28 (2H. triplet, J = 4.5 Hz); 

4.37 (IH, doublet of doublets. J = 4 & 9 Hz); 

4.56 (2H. triplet. J = 4.5 Hz); 
45 6.90 (2H. doublet, J = 8.5 Hz); 

7.12 - 7.33 (17H, mulliplet); 
7.44 - 7.53 (3H, mumplGl); 
7.74 (1 H. doublet, J = 8.5 Hz); 
7.99 - 8.03 (3H. multiplet); 

so 8.18 (IH. singlet); 

8.77 (1 H. doublet. J = 2 Hz). 

10(b) 5-f4-f2-^2-Phenvl-5-pvridYlmethyleneaminooxv)ethoxv]benzvl)thiazolidine-2.4-diono 

55 Following a procedure similar to that described in Exampl'» i(b). but using 600 mg of 5-{4-(2-(2-phenyl-S-pyrklyl- 

melhyleneaminooxy)elhoxylbenzyl)-3-tritylthiazolidine-2.4-dione (prepared as described in step (a) abovej, 312 mg of 
the title compound were obtained as a crystalline powder, melting at 102 - 104'C. 

1 H Nuclear Magnetic Resonance Spectrum (CDCI3. 270 MHz. using tetramethylsilane as Ihe internal standard). 
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6 ppm: , ' 

3.14 (1H, doublet of doublets, J = 9 & 14 Hz); • 

3.42 (1H, doublet of doublets, J = 4 & 14 Hz)'; 
4.29 (2H. triplet. J = 4.5 Hz); 

4.48 -4.58 (3H, mulllplel); 
6.91 (2H, doublet, J = 8.5 Hz); 
7.16(2H, doublet. J -8.5 Hz); 
7.44 - 7.53 (3H. multiplet); 

7.75 (1 H, doublet, J = 8.5 Hz); 
8.00 • 8.03 (3H, multiplet): 
8.18 (1H, singlet); 

8.43 (1H, broad singlet); 

8.76 (1H, doublet. J = 2 Hz). 

EXAMPLE 11 

5-(4.f2-(3-Phcny|.5-pYfidYlmothYlonoaminooxv jcthoxYlbonzvlM h iazoiidino.2.4-diono (Compound No i .QP) 
n(a)5-(4-f2>f3>Phenyl>5-pYridYlmethYleneamrnooxv)elhox v lbenzvl).3-tritYlthiazQlfdine-P . ^ 



m Nuctor Magnalc R=«»«™, Sp.ci™m (CDa,. 270 MHz. ^hg MamM„Mi^ „ ^ w,™, 



6 ppm: 

3.07 (1H, doublet of doublets, J = 9 & 14 Hz); 

3.41 (iH. doublet of doublets, J = 4 & 14 Hz); 

4.28(2H. triplet. J = 4.5 Hz); 

4.36 (1 H, doublet of doublets, J = 4 & 9 Hz)- 

4.57 (2H, triplet. J = 4.5 Hz); 

6.89 (2H. doublet, J = 8.5 Hz); 

7.11 -7.33(17H, multiplet); 
7 40 -7.53 (3H. multiplet); 
7.59 - 7.62 (2H, multiplet); 

8.12 (IH. triplet, J = 2 Hz); 
8.20 (IH. singlet); 
a69(1H, doublet. J=:2Hz); 
8.84 (1H. doublet. J = 2 Hz). 

1 1 (b) 5-f4-f2-(3 Phcnvl>5>pvridvlmothvlonc^minnn y v)cthoxvlbGn7Yl}thiazolidino.2.4^i^^ 

sulph^wf SoSrl'iTaTe^I^^^^^ ^fK""'"' °' " ^"""^ hexadeuterated dimethyl 

^.uipnwiuo. ^f\j MHZ. using tetrameihytsilane as the mtemal standard). 5 ppm: 

3.05 (IH. doublet of doublets. J s 9 & 14 Hz); 

3.44 (IH, doublet of doublets, J = 4 & 14 Hz)* 

4.28 (2H. triplet, J = 4.5 Hz); 

4.44 (1H, doublet of doublets. J = 4 & 9 Hz); 

4.56 (2H, triplet, J = 4.5 Hz); 

6.90 (2H, doublet. J = 8.5 Hz); 

7. 15 (2H, doublet. J = 8.5 Hz); 

7.43 . 7.53 (3H. multiple!); 
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7.61 '7.64(2H. multiplel); 
8.15 (1H, Iriptet. J = 2 Hz); 
6.23 (1H. singlet); 
8.70 {1H. doublet. J = 2 Hz); 
8.83 (1 H, doublet. J = 2 Hz). 

EXAMPLE 12 



70 



15 



5'{4-r2-{2-Elhoxv-5'pvriclvlrnethvleneamtnooxylelhoxvlbenzvinhiazolldine'2.4'dlone (Compound No. 1 -97) 

12(a) 5-(4^^2•(2-EthoxV'5-pv^idvlmethyleneaminoQxv)e^hoxv]benzvl^3^^fltvlthlazo^d^ne-2.4^dbne 

• 

Folbwing a procedure similar to that described in Exanrple 1(a). but using 570 mg of 2-(2-ethoxy-5-pyrtdyimoth- 

yleneaminooxy)Glhanol (prepared as described In Preparation 12), 1 20 g of 5-{4-hydroxybenzyl)-3-lrityllhia7olidine- 
2.4-dione, 695 mg ol Iriphenyiphosphine and 462 mg of diethyl azodicarboxylate, 1.27 g of the title compound were 
obtained as a foam-like solid. 

Nuclear Magnetic Resonance Spectrum (CDCI3. 270 MHz. using tetramethylsilane as the Internal standard). 

5 ppm: 



20 



25 



30 



3S 



40 



1.40 (3H. triplet. J = 7 Hz); 

3.07 (IH. doublet of doublets. J = 9 & 14 Hz); 
3.42 (1 H. doublet ol doublets. J = 4 & 14 Hz); 
4.25 (2H. triplet. J = 4.5 Hz); 

4. 36 (1 H. doublet of doublets. J = 4 & 9 Hz); 
4.38 (2H. quartet. J = 7 Hz); 
4.49 (2H, triplet, J = 4.5 Hz); 
6.72 (1 H, doublet. J = 8.5 Hz); 

6.89 (2H. doublet. J = 8.5 Hz); 
7.11 -7.53 (17H, multiplot): 

7.90 {1H. doublet of doublets. J = 2 & 8.5 Hz); 

8.08 (1H, singlet); 

8,17 (1H. doublet. J = 2 Hz). 

12(b> 5-f4-f2-(2-Ethoxv-5-pvrtdYlmethyleneaminooxv)ethoxv1benzvl)thiazolidine'2,4-dione 

Following a procedure similar to that described in Example 1(b). but using 1.27 g oC 5-{4-(2-(2-elhoxy-5-pyridyt- 
mothyleneaminooxy)ethoxy]bonzyl}-3-tntylthiazolidine-2.4-dione [prepared as described in step (a) above|, 572 mg of 
the title compound were obtained as a crystalline powder, melting at 127 - 129*C. 

Nuclear Magnetic Resonance Spectrum (hexadeuterated dimethyl sulphoxide, 270 MHz. using tetramethylsilane 
as the internal standard). 5 ppm: 



45 



so 



55 



1.32(3H. triplet. J = 7 Hz); 

3.05 (1 H. doublet of doublets. J = 9 & 14 Hz); 

3.31 (1H. doublet of doublets. J = 4 & 14 Hz); 

4.22 {2H. triplet. J = 4.5 Hz); 

4.33 (2H. quartet. J = 7 Hz); 

4.41 (2H. triplet. J = 4.5 H/); 

4.87 (1H. doublet of doublets, J = 4 & 9 Hz); 

6.84 (1H. doublet, J = 8.5 Hz); 

6.91 (2H. doublet. J = 8.5 Hz); 

7.15 (2H. doublet. J = 8.5 Hz); 

7.95 (1 H. doublet of doublets. J = 2 & 8.5 Hz); 

8.28 (IN. singlet); 

8.31 (1H. doublet, J = 2 Hz); 

12.00 (1H, broad singlet). 
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EXAMPLE 13 

5-(4-(2-f 1 '(2-Naphthvnethvlideneaminooxv]elhoxvlVGn7vi)thia7oiidine-2.4-dionG (Compound No 2-3) 

13(a) 5-(4-(2-|1>(2'NaphthYnethvlldenoaminooxy|Gihoxy|benzvl)-3-tftlvMhiazolkjine-2/>dionQ 

Foltowinq a procoduro similar to lhat described in Example 1(a). bul using 459 mg of 2-f 1 -(2-naphlhyl)ethylidonc- 
aminooxyjGlhanol (prepared as described in Preparation 1 3), 71 6 mg of 5-(4-hydroxyben2yl)-3-trity(lhia?olidine-2,4-di- 
one. 525 mg of triphcnylphosphine and 348 mg of diethyl azodicarboxylate. 656 mg of the title compound were obtained 
as a foam -like solid. 

Nuclear Magnetic Resonance Spectrum (COCI3. 270 MHz. using tetramethylsilane as the internal standard). 

6 ppm: 



2.35 (3H, singlet); 

3.07 (1H, doublet of doublets. J = 9 & 14 Hz); 
r3.4l (1H, doublet of doublets, J s 4 & 14 Hz); 
4.31 (2H. triplet. J = 5 Hz); 

4.36 (1H. doublRl of doublets. J = 4 & 9 Hz); 
4.59 (2H. triplet. J = 5 Hz); 

6.91 (2H, doublet. J = 8.5 Hz); 
7.11 -7.33(17H. multiplct); 
7.46-7.52 (2H, multlplet); 
7.79 - 7.93 {4H. multiplet); 
7.99 OH. singlet). 



1 3(b) 5-(4'(24 1 '(2*NaphthvnethYlideneaminooxvlethoxv)benzvl)thtazolidlne-2,4-dlone 

Following a procedure similar to thn! described in Example 1 (b). but using 854 mg of 5-(4-{2K1 •(2-naphthyl)elhyl- 
idcncam!nooxy|othoxy)bcnzyl)-3-tritylthrazolidino-2,4-diono [prcpnrcd as described in step (a) above). 442 mg o( the 
title compound were obtained as a crystalline powder, melting at 138 - 139*C. 

^H Nuclear Magnetic Resonance Spectrum (CDCIa. 270 MHz. using tetramethylsilane as the Internal standard). 
5 ppm: 

2.36 (3H. singlet); 

3.10 (1H, doublet of doublets. J = 9 & 14 Hz); 

3 45 (1 H, doublet of doublets. J = 4 & 14 Hz); 

4.31 (2H. triplet, J = 5 Hz); 

4.50 (1H, doublet of doublets. J = 4 & 9 Hz); 

4.58 (2H. triplet. J = 5 Hz); 

6.93 (2H, doublet. J = 8.5 Hz); 

7. 1 5 (2H. doublet. J = 8.5 Hz); 

7.46 - 7.53 (2Hi multiplet); 

7.80 - 7.93 (4Hi multiplct); 

8.00 (IH.smgtet);, 

6.12 (iH.bfoad singlet). 



EXAMPLE 14 

5-(4-(2-l 1 -(2-Quinolvl)ethvlideneaminooxvlethoxv)bGnzvl)thiazolidine'2.4'dione (Compound No. 2-149) 

1 4(a) 5-(4-(2-f 1 -(2-QuinoM)cthvlidoncaminooxv1e1hoxvlbcnzvl)-3 tritYlthiazolidinc-2.4'dione 

Following a procedure simitar to that described in Example 1(a), but using 461 mg of 2-{1-(2-quinolyl)ethylidene- 
aminooxyjGlhanol (prepared as described In Preparation 14), 716 mg ol 5-(4-hydroxybenzy1)-3-tritylthiazolidine-2,4-di- 
one. 525 mg of triphenylphosphine and 348 mg of diethyl azodicarboxylate. 911 mg of the title compound were obtained 
as a foam-like solid. 

^H Nuclear Magnetic Resonance Spectrum (CDCI3, 270 MHz. using tetramethylsilane as the internal standard). 
5 ppm: 
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2.49 (3H. singlet); 

3.06 (1H. doublet of doublets. J = 9 & 14 Hz); 

3.41 (1H. doublet of doublets. J = 4 & 14 Hz): 

4.32 (2H. triplet. J = 4.5 Hz); 

4.36 (1H, doublet ol doublets. J = 4 & 9 Hz); 

4.62 (2H. liiplot. J = 4.5 Hz); 

6,90 (2H. doublet. J = 8.5 Hz); 

7.11 -7.33(17H. multiplel); 

7.51 (1 H. doublet of triplets. J = 1 & 7.5 Hz); 

7.70 (1 H. doublet of Irlplots. J = 1 .5 & 7 Hz); 

7.80 (1H. doublet of doublets. J = i & 7.5 Hz); 

8.06 (2H. singlet); 

8.10 (IH. doublet, J = 8 Hz). 

14(b) 5-(4M2>f1>(2<3uinoM)ethviidenea nriinooxv]ethoxvlbenzvnthiazolidine-2.4-dtonfl 

Following a procedure similar to that described in Example 1(b). but using 904 mg of 5-(4.l2-r 1 .(2.quinolyl)ethvl- 
idonoaminooxy)othoxylbcnzyl)-3.trilyllhiazolidino.2.4-dionc Iprcparod as doscribod in step (a) above], 402 mg of the 
title compound were obtained as a crystalline powder, melting at 162 - 163»C. 

^H Nuclear Magnetic Resonance Spectrum (CDCI3, 270 MHz. using tetramelhylsilane as the internal standard) 
0 ppm: 

2.46 {3H. singlet); 

3. 1 1 ( 1 H, doublet of doublets. J = 9 & 1 4 Hz); 
3.43 (1 H, doublet of doublets. J = 4 & 14 Hz); 
4.32(2H. triplet. J ^4.5 Hz); 

4.50 (1 H. doublet of doublets. J s 4 & 9 Hz); 

4.62 (2H. tfipiet, J = 4.5 Hz); 

6.92 (2H. doublet, J = 8.5 Hz); 

7, 14 (2H. doublet, J = 8.5 Hz); 

7.54(1H. triplet. J = 7.5 Hz); 

7.70 (1 H, triplet, J = 7.5 Hz); 

7.80 (1H, doublet, J = 8 Hz); 

8.04-8.11 (3H. multiplet). 

EXAMPLE IS 

5-(4-(2-fl-(4-BlphonvlYl)ethvlideneamino oxvlethoxvlbenzvnthiazolidine-2.4-dk)ne fComoound No. 2-1 S) 

15(a) 5-{4-|2-f1>(4-BiphonvM)othv«dQn o aminooxvloihoxv)bonzvl^3-tritvl(hiazQlid^ 

Foltawing.«;piwedufe simyar to that described in Example 1(a). but using 170 mg of 2-(1-(4^5iphenylyl)ethylide. 
rrri^TT^sSf^^^ " Preparation 15). 238 mg of 5.(44,ydroxybenzyl)iityi.i^^^^^^^^ 

2^-dione, 175 mg^ortr^jhenylphosphine and 116 mg ol diethyl azodicarboxylate. 257 mg ol the title compound were 
obtamed as a crystatOne powder, melting at 1 45* C. 

« ppm" Magnetic Resonance Spectrum (CCX^b. 270 MHz. using tetramelhylsilane as the internal standard). 

2.27 (3H, singlet); 

3.07 (IH. doublet of doublets, J = 9 & 14 Hz); 

3.41 (IH. doublet of doublets. J s 4 & 14 Hz); 

4.29 (2H. triplet. J = 4.5 Hz); 

4.36 (IH. doublet of doublets, J = 4 d 9 Hz); 

4.55 (2H, doublet. J = 4.5 Hz); 

6.90 (2H. doublet. J = 8.5 Hz); 

7.11 -7.48 (20H. multiplet); 

7.58 - 7,62 (4H. multiplet); ^ 
7.72 (2H. doublet. J = 8.5 Hz). 
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A5(b\ 5-(4'(2'l 1 -M-BiDh envlvnethvlideneaminooxvlolhoxv]benzvnihiazolidine-2.4-dionQ 



Following a procedure similar to that described in Example 1(b), but using 254 mg of 5-{4-{2-(1-(4'biphonylyl) 
ethylideneaminooxylethoxy)bcnzyl)-3-trltyllhiazolidine-2.4-dione [prepared as described in step (a) above], 1 39 mg of 
the title compound were obtained as a crystalline powder, melting at 164 - 166'C. 

Nuclear Magnetic Resonance Spectrum (CDCI3. 270 MHz, using telramelhylsilane as the internal standard). 

6 ppm: 



2.28 (3H. singlcl); 

3.10 (1H, doublet of doublets, J = 9 & 14 Hz); 
3.45 (1H, doublet of doublets. J = 4 & 14 Hz): 

4.29 (2H, triplet, J 4.5 Hz); 

4.50 (1H. doublet of doublets. J = 4 & 9 Hz); 

4 55 (2H, triplet. J = 4.5 Hz); 

6.92 (2H. doublet. J = 8.5 Hz); 

7.15 (2H. doublet, J = 8.5 Hz); 

7.33 - 7.48 (3H. multrplet); 

7.60 (4H. doublet of doublets. J = 2 & 6.5 Hz); 

7.73 (2H. doublet, J = 8.5 Hz); 

8.05 (IN. broad singlet). 

EXAMPLE 16 

5-(4>(2-l1'(3-Biphenvtvnethvlideneaminooxvlethoxv)benzvnthiazolidine-2.4-dione (Compound No. 2-14) 
1 6(a) 5-(4-f2-f 1 -(3-Biphenvlvnethvlideneaminooxvlethoxv>benzvn-3MritYlthiazolidine-2.4-dion^ 

Following a procedure similar to that described in Example 1(a). but using 511 mp of 2-{1-(3-biphenylyl)ethylide- 
noaminooxylolhanol (prepared as described in Preparation 16). 716 mg of 5-(4-hydroxybonzyl)-3-tritylthiazolidinc- 
2.4-dione. 525 mg of triphenylphosphine and 348 mg of diethyl azodicarboxylate. 916 mg of the tiUe compound were 
obtained as an amorphous solid. 

^H Nuclear Magnetic Resonance Spectrum (CDCI3. 270 MHz, using totramothylsitano as the internal standard), 
5 ppm: 



2.29 (3H, singlet); 

3.06 (1 H. doublet of doublets, J = 9 & 14 Hz); 
3.41 (1 H. doublet of doublets. J is 4 & 14 Hz); 
4.28 (2H, triplet, J = 4.5 Hz); 
4.36 (1 H, doublet of doublets. J = 4 & 9 Hz); 
4.55 (2H. doublet. J = 4.5 Hz); 
6.90 (2H. doublet, J = 8.5 Hz); 
TlO - 7.39 {17H. multiplet); 
7.41 - 7.48 (3H, multiplet); 
7 58 - 7.63 (4H, multiplet); 

J.es (2H. doublet. J = 8.5 Hz). ^ 
16(b) 5-(4-<2-n-(3-Biphenvlvnethvlideneaminooxvlelhoxv)ben/vnthiayolidine-2.4HjiQne 

Following a procedure simitar to that described in Example 1(b), but using 912 mg ot 5-(4-(2-[1-(3-biph9nylyl) 
ethylidoneaminooxy]ethoxy)benzyl)-3-trilyllhiazolidine-2,4-dione [prepared as described in step (a) above] and sub- 
soquonlly purifying the crude product by column chromatogrephy through silica gol, using a 2 : 1 by volume mixture 
of hexane and ethyl acetate as the eluent, 540 mg of the title compound were obtained as a gum. 

^H Nuclear Magnetic Resonance Spectrum (CDCIa, 270 MHz. using tetramethylsilano as the internal standard). 
6 ppm: 



2.29 (3H, singlet): 

3.11 (1H, doublet of doublets, J = 9.5 & 14 Hz); 
3.45 (1H. doublet of doublets, J = 4 & 14 Hz); 
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4.28 (2H. triplet. J = 5 Hz); * 

4.49 (IH. doublet of doublets. J = 4 & 9.5 Hz)>* - 

4.55 (2H. triplet. J = 5 Hz); i\. 

6.92 (2H. doublet, J ^ 3.5 Hz); • 

7.14 {2H. doublet, J = 8.5 Hz); 

7.34 - 7.48 (4H, mulliplel); 

7.57 - 7.63 (4H. multiplet); 

7.85 (2H, doublet, J = 2 Hz); 

8.07 (IH. broad singlet). 

EXAMPLE 17 

5'(4-(24l -(2'Phenvl-5-pvfidvOethvtidenaafninooxylethoxv}benzvl)thiazolidin9'2.4-dione (Compound No. 2-95) 
17(a) 5-(4-{2-f1-(2>Phenvl-5-pvfidvnethvlideneaminooxv1ethoxv)benzvl)-3'tritvlthiazotidin6"2.4K<i^ 



Following a procedure similar to that described in Example 1(a), but using 384 mg of 2-[1-(2-phenyl-5-pyridyl) 
othylidonoaminooxy]othanol (proparod as doscrtbod in Preparation 17), 537 mg of 5-(4-hydroxybonzyl)-34rityUhiazo- 
lldlne-2.4-dlone. 393 mg of triphenylphosphina and 261 mg of diethyl azodlcarbOKylata, 698 mg of the title compound 
were obtained as a (oam-like solid. 

^H Nuclear Magnetic Ro&onanco Spectrum (CDCta, 270 MHz. using totramothylsilano ae the intorruil standard), 
6 ppm: 



2.29 (3H, singlet); 

3.07 (IH, doublet of doublets. J = 9 & 14 Hz); 

3.41 (IH. doublet of doublets, J = 4 & 14 Hz); 

4.29 (2H, triplet, J = 4.5 Hz); 

4.37 (1 H. doublet ol doublets. J = 4 & 9 Hz); 

4.57 {2H. doublet. J = 4.5 Hz); 

6.90 (2H. doublet. J = 8.5 Hz); 

7.12 - 7.36 (17H. multiplet); 

7.43 - 7.52 (3H. mulliplol); 

7.72 (1H. doublet. J = 8 Hz); 

8.00 - 8.04 (3H. multiplet); 

8.94 (IH. doublet. J - 2.5 Hz). 

1 7(b) S-(4-f2-f 1 -f 2-Phenvl-S'Pvridvl)ethvlideneaminoozvlethoxv)benzvl)thlazolidine-2.4-dione 

iFollowing a procedure similar to that described in Example 1 (b), but using 695 mg of 5-<4*(2-(1 •(2*phenyl-5-pyridyl) 
othylidoncaminooxyJothoxy]bonzyl)*3-tritylthtazolidino-2.4-diono [prepared as doscribod in step (a) abovoj, 380 mg of 
the title compound were obtained as a crystalline powder, melting at 166 - 187*C. 

^H Nuclear Magnetic Resonance Spectrum (CDCla. 270 MHz. using tetramethylsilane as the internal standard). 

5 ppm: 



2.29 (3H. singlet): 

3.16 (IH. doublet of doublets, J = 9 & 14 Hz); 

3.40 (1 doublet of doublets. J = 4 & 14 Hz); 

4.31 (2H. triplet. J = 4.5 Hz); 

4.49-4.59 (3H. multiplet); 

6.91 (2H. doublet. J = 8.5 Hz); ^ 

7. 1 6 (2H. doublet. J 8.5 Hz); 

7.43-7.52 (3H. multiplet); 

7.73 (IH. doublet. J = 8.5 Hz); 

7.99 - 8.03 (3H. multiplet); 

8.87 (IH. doublet. J = 2 Hz). 



188 



EP 0 708 098 A1 

EXAMPLE te . 

5-MW2-fl-(3-Phenvl-5>pvridvnethvlideneaminoo)CVlolhoxv)ben7vnmi;^7 Qndfne'2.4.dion fComnound No. 2-92) 
^e(a) 5.(4-(2>11-(3-Phenvl-5-pvndvnethvtidenoaminooxv]othoxvlbonzv l)'3-tf)tvlthi^ 

Following a proceduro similar to that described in Example 1(a). bul using 419 mg of 2-f1-(3-phcnyl-5-pyridyl) 
clhylidGncaminooxylelhanol (prepared as described in Proparailon 18). 585 mg of 5-(4.hydroxybenzyl)-3-lrilyllhlazo- 
hdinc-2.4-dionc. 429 mg of triphenylphosphine and 285 mg of diethyl azodicarboxylale. 522 mg of the title compound 
wore obtained as a foam-like solid. 

iH Nuclear Magnetic Resonance Speclmm (CDCIg. 270 MHz, using tetramethylsilane as the internal standard). 

5 ppm: 

2.30 (3H. singlet); 

3.06 (IH, doublet of doublets, J = 9 & 14 Hz); 

3.40 (IH, doublet of doublets, J 4 & 14 Hz): 
4.28 (2H. triplet. J = 4.5 Hz); 

4 35 (IH, doublet of doublets, J = 4 & 9 Hz); 
4.57 (2H. triplet. J = 4.5 Hz); 
6 88 (2H. doublet. J = 8.5 Hz); 
7.10 - 7.32 (17H,mulliplot); 

7.41 . 7.51 (3H, multiplet); 
7.58-7.61 {2H, multiplet); 
8.12 (IH, triplet. J = 2 Hz); 
8.88-8.90 (2H. multiplet). 

18(b) 5-(4.f2-f1-f3-Phenvl>5-Pvridvnethvlidonoaminooxvlethoxv)bo nzvlMhiazolidine-2,4-dione 

Following a procedure similar to that described in Example 1 (b), but using 51 6 mg of 5-(4-{2-(1 (3-phcnyl-5-pyridyl) 
elhylideneaminooxyIethoxy)benzyl)-3-trityllhiazolidine-2,4-dione (prepared as described In step ( 0 abovel, 303 mg of 
the title compound were obtained as a crystalline powder, melting at 1 50 - 153**C. 

'H Nuclear Magnetic Resonance Spectrum (a mixture of CDCI3 with a small amount of hex4 doutoratcd dimethyl 
sulphoxide. 270 MHz. using tetramethylsilane as the internal standard), 5 ppm: 



2.31 (3H, singlet); 
3.06 (1H. doublet of doublets. J 
3.45 (IH. doublet of doublets, J 
4.29 (2H, triplet, J = 4.5 Hz); 
4.43 (IH. doublet of doublets. J 
.^4.57 (2H, triplet. J = 4.5 Hz); 
. 6.90 (2H. doublet. J = 8.5 Hz); 
7. 1 5 (2H. doublet. J = 8.5 Hz); 
7.43 - 7.53 (3H. multiplet); 
7.60 - 7.63 {2H. mulllplel); 
8.13 (IH, triplet, J = 2 Hz); 
8.82 (2H, doubiot, J = 2 Hz). 

EXAMPLE 19 

5-f 4>{2-[ 1 -(2-Ethoxv-5-pvridvnethvlideneaminooxvlethoxv)benzvmhiaz olidine-2.4-dione (Compound No. 2-97) 
19(a) 5-(4-<2-ri-(2-Elhoxv-5-PVridvnethvlideneamincoxv]QthoxvlbenzvlV3-trftvi thiazoHdine-2.4Hjione 

Following a procedure similar to that described in Example 1(a). but using 410 mg of 241-(2-ethoxy-5-pyridyl) 
ethylideneaminooxy]ethanol (prepared as described in Preparation 19). 655 mg of 5-(4.hydroxybenzyl)-3-tritylthiazo- 
lidino-2,4-dione, 480 mg of triphenylphosphine and 319 mg of diethyl azodicarboxylate. 763 mg of the title compound 
wore obtained as a foam-like solid. 

«H Nuclear Magnetk: Resonance Spectrum (CDCI3. 270 MHz, using tetramethylsilane as the internal standard). 



= 9& 14 Hz); 
= 4 & 14 Hz); 

= 4 & 9 Hz); 
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5 ppm: 

1 -40 (3H. iripiet. J = 7 Hz); 
2.21 (3H, singlet); 

3.07 (1H, doublet of doublets, J = 9 & 14 Hz); 

3.41 (IH, doublet of doublets. J = 4 & 14 Hz); 

4.25 (2H. triplet, J = 4.5 Hz); 

4.33-4.41 (3H. mulljplet); 

4.51 (2H. Iripiet. J = 4.5 Hz); 

6.70 (1H. doublet, J = 9 Hz); 

6.88 (2H, doublet. J = 8.5 Hz); 

7.11 - 7.33 (17H. multiple!); 

7.91 (IH, doublet of doublets, J = 2.5 & 9 HzK 

8.35 (IH. doublet. J = 2.5 Hz). 

1 9(b) S-(4-{2-f 1 •(2-Ethoxv-5-DvridvnQthviidflneaminoQxx/1flt h oxv)benzvllthiazolid^^^^^ 

Following a procoduro similar to that doscribod In Example 1 (b). but using 508 mg of 5.{4.f2.f1 ./2.Qihnirv s «wriHw»A 
ethyll^^^^ I descSbed li st^^^^^^^ 

the title compound were obtained as a crystalline powder, melting at 1 35 - 1 38»C -si 9 mg oc 

5 ppm^ Rosonanco Spectrum (CDCI3. 270 MHz. using tolramelhylsilane ae the interna! standard). 

1.40(3H. triplet. J = 7Hz); 
2.21 (3H. singlet); 

3. 1 3 (1 H. doublet of doublets, J = 9 & 14 Hz); 
3.43 (1 H. doublet of doublets, J = 4 & 14 Hz); 
4.27 (2H. triplet. J = 4.5 Hz); 
4. 37 (2H. quartet. J = 7 Hz); 
4.48 - 4.53 (3H. mulliplet); 
6.71 (IH, doublet. J = 9 Hz); 

6.90 (2H, doublet. J = 8.5 Hz); 
7.15 (2H, doublet. J = 8.5 Hz); 

7.91 (IH, doublet of doublets. J = 2.5 & 9 Hz); 
8.32 (IH. doublet. J = 2.5 Hz). 

EXAMPLE 20 

5-(4-f2>f 1 ■(4-1 ''lmidazolYlphenYl)ethvlideneaminooxvtethQxv)bfin7 v nthia7olidin«-p , d.dione fComnnnnH nj^ 0.0^^ 
20(a) 5-(4-{2-fl-(40MmtezoMPhenvnethvlidftneaminooxvleth o xv)ben2vn.3-ir.tvlthlazoHdlne.2 

Following a procedure similar to that described in Example 1(a). but using 490 mg of 2-1 1.(4- V-imidazolvlDhonvli 
e^hyhden^^ (prepared as described in Preparatk^n 20). 907 mg of 574.hyd oJ^bL^^^^^^ 

5 ppm"? "^^^'^ Resonance Spectrum (CDCI3. 270 MHz. using telramelhylsilane as the internal standard). 

2.26 (3H. singlet); 

3.08 (IH. doublet of doublets, J = 9 & 14 Hz); 
3.40 (IH, doublet of doublets. J = 4 & 14 Hz)* 
4.28 (2H. triplet. J = 5 Hz); 
4.37 (IH. doublet of doubiets, J = 4 & 9 Hz); 
4.56 (2H. triplet, J = 5 Hz); ' . 

6.89 (2H. doublet, J =^ 8.5 Hz); 
7.10-7.39 (21 H. muitiplet); 
7.75 {2H. doublet. J = 8.5 Hz); 
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7.87 (1H. singlol). *\. 
9n (h)5.f4W24iw40^lmida7olylnhanvnamvl k i.*ana"ijCinooxvlethoxvlben7Yl)lhia7olldine-^ 

Following a procodure similar to that describod in Example Mb), but using 830 mg o« ^r^^'^^-^^^'^;^'-^^ 

ma o( Iho lillo compound wer o oblainod as a crystallind powder, moiling at 1 92 - 200 C. 
' NrcLar M-.gnotic Hosonanca Spoc.rum (hoxadoutor.tcd dimethyl sulphox'^e. 270 MHz. using tetramethyls.U»ne 

as Iho jntemal siancJ.ucJ). 5 pym. 

2.22 (3H. £.inglcl), 

3.06 (1H. cJoublol of doublets. J - 9 & 14 HZ): 
3.31 (1H, doublet ol doublolb, J = 4.5 & 14 Hz): 
4.27 (2H. tjiplol. J ~ 4.5 H7). 
4.47 (2H. tiiplGl. J - 4-5 Hz); 
4.87 (IH, doublai ot doublets, J = 4.5 & 9 Hz); 
6.93 *(2H. doublet, J - 8.5 Hz); 
7.13(1H. singlol); 
7*7. 16 (2H. doublet, J = 8,5 Hz); 
7.71 (2H. doublet. J = B.5 Hz); 
7.80 (2H, doublet. J = 8.5 Hz); 
7.B1 (IH. singiel); 
8.33 (IH. singlel). 

EXAMPLE 21 

544-(2.|Vf4-2^PYridvlDhonvnGthYl»denGaminoox v tethoxvlbonzvntNazolidine fCompound No. 2>35) 

21 fa) 5-(4-i2-| 1 -M-2^PvfldvlphQnvi)cthvl»donoaminooxvlcthox Y}benzvtV3>trUvUhiazolM 

Followma a procedure similar to thai described in Example 1(a). but using 7.00 g of 24l.{4.2'.pyridylphenyl)elhyl- 
•.Jot^:^^^^^^^^ as described in Preparatior. ^^^2.39 g^^^^^^^^^^ 

2 4.dione 7 51 g of iriphenylphosphine and 4 99 g of diethyl azodK:arboxylate, 16.15 g of the Irtle compouna wore 

ppm: 

2.29 (3H. singlet); 
,_3.07 (IH. doublet of doublets. J = 9 & 14 Hz); 
""'3.41 (iH, douhloi ol doublols, J =: 4 & 14 Hz); 
_ 4.29 (2H. triplet . J = 4.5 Hz); 
" 4.37 (IH. doublet of doublets. J = 4 & 9 Hz); 

4.56 (2H. triplet, J = 4.5 Hz); 

6.90 (2H. doublet. J = 8.5 Hz); 

7.11 - 7.34 (18H, multiplot); 

7.75 - 7.78 (3H. multiplot); 
. 8 01 (2H. doublet. J = 8.5 Hz); 

6.7 1 (1 H. doublet. J = 5 Hz). 

21(b) 5.f4>(2-n-(4-2'-PvridYlphenvnGt!ivlid oneaminooxvlethoxv)bon7Yl)thia7oridine-2,4Kjion 

Folk^w^g a procodure similar to that described .n Example 1 (b). but using 1 6.00 
ethylidonea,Looxylethoxy)benzyl)-3.tritylthiazolidine.2,4-dione [prepared as described step (a) above). 9.17 g ol 
Iho title compound wore obtained as a cryslalltne powder, melting at 1 76 - 1 79 C. ^,^^o,rt^ 

1h Nudear Magnetic Resonance Spoctrurn (CDCI,. 270 MHz. using tetramethylsilane as the .ntemal standard). 

6 ppm: *' 
2.28 (3H, sinylul), 
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3.13 (1H. doublet of doublets. J = 9 & 14 Hz); 

3.44 (1H. doublet of doublets. J = 4 & 14 Hz>>J-* 

4.30 (2H. triplet. J = 5 Hz); 

4,51 (1H, doublet of doublets, J = 4 & 14 Hz): *• 

4.56(2H. triplet. J = 5 Hz); 

6.92 (2H. doublet. J = 8.5 Hz); 

7 15 (2H. doublet. J = 8.5 Hz); 

7.23- 7.28 (1H. multlplel); 

7.74 - 7.81 (4H. multiplet); 

7.90 (2H. doublet. J = 8.5 Hz); 

8.70 (IH. doublet. J= 4.5 Hz). 

21 (c) 5-(^-(2-f 1 -(4-2'-Pvfidvlphonvl)othvlidonoaminooxvjolhoxv)bon/vl)thtazolidino-2.4-diono hydrochlorido 



1 ml of a 4 N solution of hydrogen chiorido in dioxano was added to a solution of 500 mg of S-(4-{2-[1-(4*2'- 
pyridylphenyl)ethylideneaminooxy]ethoxy]benzyl)thiazoltdtne-2.4-diono [prepared as described in step (b) above] in a 
mixture of 20 ml of ethyl acetate and 20 ml of dioxane. and the resulting mixture was concentrated by evaporation 
under reduced prossuro. The crystalline powder thus obtained was suspended tn a mixture of ethyl acetate and diethyl 
ether and then collected by filtration, to give 540 mg ol the hydrochloride of the title compound as a crystalline powder, 
meKingat 187.5'C. 

Nuclear Magnetic Resonance Spectrum (hoxadoutoratod dimethyl sulphoxido. 270 MHz, using totramcthyisilano 
as the intemal standard), 5 ppm: 



2.25 (3H. singlet); 

3.06 (IH. doublet of doublets. J = 9 & 14 Hz); 

3.31 (IH. doublet of doublets. J =s 4.5 & 14 Hz): 

4.28 (2H. triplet. J = 4.5 Hz); 

4.50 (2H. triplet. J = 4.5 Hz); 

4.88 (IH. doublet of doublets. J = 4.5 & 9 Hz); 

6.94 {2H, doublet. J = 8.5 Hz); 

7.17 (2H. doublet. J = 8.5 Hz); 

7.67 (IH. doublet of doublets. J = 2 & 6 Hz); 

7.87 {2H. doublet. J = 8.5 Hz); 

8.15 (2H. doublet. J = 8.5 Hz); 

8.20 - 8.28 (2H, mOlttplet); 

8.79 (IH. doublet. J = 5 Hz). 

EXAMPLE 22 ^ 

5-(4-f2-[1-(4-3'-Pvridvlphonvnothvlidcffeminooxvlcthoxv]bcnzvnthiazolidino-2.4<lion (Compound No. 2-37) 
22(a) 5-(4W241'(4-3'-Pvridvlphenvnetit|[ideneaminooxylethoxv)benzyl)-3-tritvlthiazo 

Following a proceduns similar to that described In Example 1(a), but using 512 mg of 2-{1-(4-3'-pyridylphenyl) 
ethylideneaminooxylethanol (prepared as described in Preparation 22), 907 mg of 5-{4-hydroxybenzyl)-3-tritynhiazo- 
tidlne-2,4-dione. 550 mg of triphenytphosphine and 365 mg of diethyl azodicarboxylate, 1.16 g of the title compound 
were obtained as a foam-lika sofid. 

'H Nuclear Magnetk: Resonance Spectrum (CDCI3, 270 MHz, using totramethylsilane as the intemal standard). 
6 ppm: 



.2.28 (3H, singlet); 

3.07 (1 H, doublet of doublets. J = 9 & 14 Hz); 

3.41 (IH. doublet of doublets, J ^ 4 & 14 4Hz); 

4.29 {2H. triplet. J = 4.5 Hz); 

4.37 (IH, doublet of doublets. J = 4 & 9 Hz); 

4.56 (2H. triplet, J = 4.5 Hz); 

6.90 (2H. doublet, J = 8.5 Hz); 

7.11 -7:41 (18H. multiplet); 
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2S 



7.56 (2H. doublel, J = 8.5 Hz); 
7 76 (2H. doublet. J = 3.5 Hz); 
7.88 (IH, doublet ol triplets. J = 1.5 & 8 Hz); 
8.61 (IH, doublel ol doublets, J = 2 & 5 Hz); 
8.86 (1 H. doublet. J = 1 .5 Hz). 

..,h^cy..(o. p.f^-n^Pvridvlohenvl)cth Y 'iHnnn.minooxv]olhoxY^ 

as the internal standard), 6 ppm: 

IS 2.23 (3H. singlet); 

3.06 (1H, doublel ot doublets. J = 9 & 14 Hz), 
3.30 (IH. doublel of doublets, J = 4.5 & 14 Hz); 
4.27 (2H. triplet. J = 4.5 Hz); 
4.48 (2H. triplet. J = 4.5 Hz); 
4.87 (IH. doublel oi doublets, J = 4.5 & 9 Hz); 

6.93 (2H, doublet, J = 8.5 Hz); 
7.16 (2H. doublet. J = 8.5 Hz); 
7.51 (IH, doublel of doublets. J - 5 & 8 Hz); 
7.80 (4H. singlet); 

8. 12 (IH. doublet ot triplets. J = 2 & 8 Hz); 
8.59 (IH. doublet of doublets. J ;^ 1 .5 & 5 l U); 

8.94 (IH, doublet. J = 2 Hz). 

EXAMPLE 23 

''"^i^^:^Z::l^e Spocu-n (CDC.3. 270 MH. using taUaa,amy.s»ne as me .n.erna. standa..,. 
40 5 ppm: 

2.28 (3H. singlol); 

3.08 (1 H. doublet of doublote, J s 9 & 14 Hz); 
3.41 (IH. doublet ol doublets, J = 4 & 14 Hz); 
4S 4.29 (2H, triplet. J = 5 Hz); 

* "4.37 (1H. doublet ol doublets, J = 4 & 9 Hz); . 
4.57(1H. triplet. J = 5Hz); 
6.90 (2H. doublet, J = 8.5 Hz); 
7.n -7.33 (17H. mulUplet); 
so 7.51 (2H. doublet of doublets. J = 1.5 & 4.5 Hz); 

7.64 (2H. doublet, J = 8.5 Hz); 
7.77 (2H, dO»JblOt. J =: 8.5 HZ); 
8.67 (2H. doublet of doublets. J = 1.5 & 4.5 Hz). 
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Ihc tillo compound wero obtained as a cryslalline.*^owdcr, mclling at 234 - 235'C. 

Nucloar Magnetic Resonance Spectrum (hexadeuterated dimethyl sulphoxido. 270 MHz. using tetramethylsilane 
as the internal standard), 8 ppm: 



2 


23 


(3H. 


singlet); 




3 


06 


(1H. 


doublet of doublets. J 


= 9&14Hz); 


4 


31 


(1H. 


doublet of doublets. J 


= 4& 14 Hz); 


4 


27 


(2H, 


triplet. J = 4.5 Hz); 




4 


48 


{2H. 


triplet. J = 4.5 Hz): 




4 


88 


(1H. 


doublet of doublets, J 


= 4 & 9 Hz); 


6 


93 


(2H. 


doublet. J = 8.5 Hz); 




7 


16 


(2H. 


doublet. J = 8.5 Hz); 




7 


75 


(2H, 


doublet, J = 6 Hz); 




7 


82 


(2H. 


doublet, J = 8.5 Hz); 




7 


86 


(2H. 


doublet. J = 8.5 Hz); 




8 


66 


(2H, 


doublet. J = 6 Hz). 





EXAMPLE 24 



5-(4.[2-(i.4-Dimelhvt-2-Dhcnvlimidazoi>5-vlmothvlencaminooxv)cthoxv]benzvl)lhiazolidine-2.4<Jio nefCom 
1-176) 

24(a) 5-(4'l2-n.4-DimethvN2'phenvlimldazol-5-vlmothvleneaminooxv^othoxvlbenzvt)*3'tritvlthiazolidine ■2.4-dione 

Following a procedure similar to that described In Example 1(a), but using 420 mg of 2-(1.4-dlmethyl-2-phenylim- 
idazol-5-ylmethyleneaminooxy)ethanol (prepared as described in Preparation 24), 580 mg of 5-(4-hydroxybenzyl)- 
3-trityrthiazolidlne-2.4-dione, 425 mg of tripheny^phosphine and 282 mg of diethyl azodicart^oxytate. 646 mg of the title 
compound were obtained as a foam-like solid. 

^H Nucloar Magnetic Resonance Spectrum (COCI3. 270 MHz, using totramothylstlano as the internal standard). 
5 ppm: 



2.33(3H, singlot); 

3 08 (1H. doublet of doublets. J = 9 & 14 Hz); 

3.41 (1H. doublet of doublets, J = 4 & 14 Hz); 
3.76 (3H. singlot); 

4.26 (2H. triplet. J = 5 Hz); 

4.37 (1 H, doublet of doublets, J = 4 & 9 Hz); 

4.49 (2H, doublet. J = 5 Hz); 

6.90 (2H. doublet. J = 8.5 Hz); 

7.13-7.32 (18H. multiplct); 

7.42 - 7,47 (3H. multiplet); 
7.56 - 7.60 (2H. muitiplei); 
8.22 (1H. singlot). 

24(b) 5-r4-f2-f1.4-Dinrwthvt-2<>henvlffTiidazol-5-vfrnethvleneaminooxv)ethoxv ^^ 

Following a procedure similar to that described in Example 1(b). but using 640 mg of 5-{4-[2-{1.4-dimethyl-2-phe- 
nylim»dazol-5-ylmethyleneaminooxy)ethoxy]benzyl)-3-tritylthiazolidine-2,4-dione (prepared as described in step (a) 
above], 354 mg of the title compound were obtained as an amorphous powder. 

^H Nuclear l^gnetlc Resonance Spectrum (CDCI3. 270 MHz. using tetramethylsilane as the internal standard). 
5 ppm: 



2.32 (3H. singlet); 

3.11 (1 H, doublet of doublets, J = 9 & 14 Hz); 

3 43 (1H. doublet of doublets. J = 4 & 14 Hz); 

3.83 (3H. singlet); 

4.25 (2H, triplet. J = 5 Hz); 

4.46 - 4.51 (3H. multiplet); 
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6.90 i2H. ctoublet. J = 8.5 Hz); 
7.15 {2H. doublol, J = 8.5 Hz); 
7.43 > 7.50 (3H, muUiplQi); 
7.58 - 7.62 (2H. muUiplet); 
8.21 (IH. singtol). 



GX AMPLE 25 



10 2-176) 



^nf;, ^5-M.(2-f1-f1-M.»hvl-2-ohenvlir ^ iH.^ni-4.vholhvlidonoaminoox^ 

FoltowloQ a procodure similar to thai described in Example 1(a). but using 396 mg of ^-i'^^'J^;'^^^^^^ 



6 ppm: 



2.27 (3H. singlcl); 

3.06 (1H. doublet of doublets^ J = 9 & 14 H^); 

3.42 {1H. doublel of douOlets, J - 4 & 14 Yii), 

3.70 (3H, singlel); 
2S 4 25 {2H. iriplel. J = 5 H7); 

4 36 (1 H. doublel of doublets. J - 4 & 9 Hz)\ 

4 52 (2H. doublel, J = 5 Hz): 

6.89 (2H. doublet. J = 8.5^z); 

7.12 (2H. doublol. J = B.5Viz); 
30 7.15 - 7.34 (15H. multiplGt); 

7.41 -7.49 (3H, mulliplel); 

7.59-7.64 (2H. mulliplel). 



25(b^ 5.f4.|2-f1-ft.Mothvi-2•nKnn^/limidazol-4- Y l)nthvli.lc^eami^oox^^ -^^^"^ 

Fultaw.0 a procedure similar to lhal descibed in Example 1(b). but u^jng 866 Aig of 
nylunLoM yi)ethyl.deneaminooxylolhoxy)benzyO lP^«P^'«^ ^^^^"^^ '''^ 

40 as Iho intoinal standard), & ppm: 



2.15 (3H. singlel); 

3.06 (1H, doublet ol doublets, J = 9 & 14 Hz); 

3.31 (iH. doublet ol doublets, J = 4.5 & 14 Hz); 
4S 3.75 (3H. singlel); 

4.22 (2H, Iriplel. J = 4.5 Hz); 

4 37 (2H. doublol, J = 4 5 H/); 

4.88 (IH, doublet of doublets, J = 4.5 & 9 Hz); 

6.93 (2H. doublet, J = 8.5 Hz); 
so 7. 16 (2H, doublel. J - B.5 Hz); 

7.46 - 7.53 (3H, mulliplel); 

7.63-7.72 (2H. mulliplel). 



55 
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EXAMPLE 2G 

5-(4-(241'(4''Methvtolphenvt'4'Vllethvtidcneamincoxvle;hoxv)ben/vOthi;^70lM^^ (Compound No. 2-189) 

26(a) 5-(4«(2W1-(4'-MethylbphenYM-vnethvlidenoaminooxv|G(hoxv>bonzvl)-3-tritvHhi^ 

Followinp a procedure similar to that described in Example 1(a), but using 539 mg of 2-( 1 -(4'-mclhylbiphcnyl-4-yl) 
ethylideneaminooxylethanol (prepared as described in Preparation 26). 931 mg of 5-(4-hydroxybenzyl)-3-trityUhiazo- 
lidine-2.4-dione, 577 mg of triphenytphosphine and 366 mg of diethyl azodicarboxylate. 1.24 g of the title compound 
wore obtained as a foam-liko solid. 

*H Nuclear Magnetic Resonance Spectrum (CDCI3, 270 MHz. using tetramethylsilane as the intemal standard). 
5 ppm: 



2.27 (3H, singlol): 

2.40 (3H. singlet); 

3.07 (1H. doublet of doublets, J = 9 & 14 Hz); 

3.41 (1H, doublet of doublets. J = 4 & 14 Hz); 

4.28 (2H, triplet. J = 4.5 Hz); 

4.36 (1H. doublet of doublets. J = 4 & 9 Hz); 
4.55 (2H. triplet. J = 4.5 Hz); 
6.90 (2H, doublet. J = 8.5 Hz); 
7.11 -7.33(19H. multiplet); 
7.50 (2H, doublet. J = 8 Hz); 

7.57 (2H. doublet. J = 8.5 Hz); 

7.70 (2H. doublet, J = 8.5 Hz). 

26(b) 5-(4-{2-fl-(4'«MethvlbiphenvM-vl)ethvlideneaminooxy|cthoxv)benzvnthiazoliaine'2.4-diono 

Following a procedure similar to that described in Example 1(b), but using 1.24 g of 5-(4-{2-(1-(4'-mcthylbiphcnyl- 

4- yl)ethyiideneaminooxy]ethoxy)benzyl)*3-tritylthiazolidine-2.4-dione [prepared as described in step (a) above). 670 
mg of the title compound were obtained as a crystalline powder, melting at 184 - 186'C. 

^ H Nuclear Magnetic RosonarKo Spectrum (a mixture of CDC!3 with a small amount of hoxadoutcratcd dimethyl 
sulphoxtde, 270 MHz. using tetramethylsilane as the hternal standard), h ppm: 

2.27 (3H, singlet); 
2.40 (3H. singlet); 

3.06 (1H, doublet of doublets. J ^ 9 & 14 Hz); 
3.46 (1H. doublet of doublets. J = 4 & 14 Hz); 
. 4.28 (2H, triplet. J = 4.5 Hz); 

4.43 (1 H. doublet of doublets. J = 4 & 9 Hz); 

4.54 (2H, triplet, J = 4.5 Hz); 

6. 90 (2H. doublet, J =.8.5 Hz); 

7.15 (2H, doublet. J = 8.5 Hz); 

7.26 (2H. dcMJblet, J = 8 Hte); 

7.50 (2H. doubleCJ = 8 Hr); 

7.58 (2H, doublet. J = 8.5 Hz); 

7.71 (2H. doublet, J = 8.5 Hz). 

EXAMPLE 27 

5- (4'(2-[1 '(4''Fluorobiphonvt-4-vnothvlldoncaminooxvlcthoxv1benzvl)thiazolidrno-2.4'diono (Compound No. 2-1 90) 
27(a) 5>(4-(2-[1'(4*-Fiuorobiphenvl-4-vnethvlideneaminooxv1ethoxv)bonzvlV3-tritvlthiazolidine*2.4Kji 



Following a procedure similar to that described in Example 1(a). but using 547 mg of 2-(1-(4'-nuorobiphenyl-4-yl) 
ethyl idoneaminooxyjethanol (prepared as described in Preparation 27). 931 mg of 5-(4-hydroxybenzyl)-3-trityllhiazo- 
lidine-2.4-dione. 577 mg of triphenylphosphine and 366 mg of diethyl azodicarboxylate. 1.29 g of the title compound 
were obtained as a foam-like solid. 
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Nucleai Magnetic Resonance Spectrum (C0Ci3. 270 MHz. using tetramethylsilane as the internal standard), 

6 ppm: 



2.27 {3H, singlet): 

3,07 (1H, doublol ol doublets, J = 9 & 14 Hz), 

3.41 (1H. UouUiol ol doublets. J = 4 & 14 Hi)\ 

4.20 (2H. Ifiplol. J := 5 Hz); 

4.36 (1H. doublet ol doublets, J - 4 & 9 Hz), 

4.55 (2H, iriplel, J = 5 Hz); 

6.90 {2H. doubiot. J = 8.5 Hz); 

7.10 -7.33 (19H. nmlliple!). 

7.52 - 7.58 (4H, multlplet); 

7.71 (2H, doublet. J = 8.5 Hz). 



27(b) 5-(4'(2-l1-(4'-Fluorobiphenvl-4-vnethvlideneaminooxvleitioxv)benzvnthlazolidine-2.4-dione 

Follow'uig a procedure similar to thai desciibed in Example 1(b). but using 1.29 g of 5-(4-{2-(1 •(4*-fluorobiphenyl- 
4-yl)olhylidcncaminooxy|othoxy)bbnzyl)-3 lrilyUhia2oIidino-2.4-diono [prepared as described in step (a) Bbovol, 695 
mg of the title compound were oolained as a crystalline powder, melting at 155 • 156*C. 

^H Nuclear Magnetic Resonance SpocliupTi (COCI3 270 MHz. using tetramethylsilane as the internal standard). 

& ppm: 



2.27 (3H, singlet); 

3.11 (1H. doubiot of doublets. J = 9 & 14 Hz); 

3.45 (IH. doublet of doublets, J = 4 & 14 Hz); 

4.29 {2H, triplet. J = 5 Hz); 

4.50 (IH, doublet o( doublets. J = 4 & 9 Hz); 

4.55 {2H. triplet. J = 5 Hz); 

6.92 (2H. doublet. J = 8.5 Hz); 

7.14 (2H, liiplel. J = 8.5 Hz); 

7.15 (2H. doublet. J 8.5 Hz); 
7.63 ' 7.60 (4H. muliiplot); 
7.72 (2H. doublet. J ^ 8.5 Hz). 



EXAMPLE 28 



5-(4-(2'[l-(4'-Trifluoromcthvlbiphonvl-4-vl)ethvlidcneaminooxv1ethoxv)benzvnthiazolldtne*2.4 -dione (Compound No. 
2-191) 

28 (3) 5-(4'(2-n -(4'-Trifluoromothvlbiphonvl-4'VrjQthvlidcnoaminooxvlothoxy)benzvn-3-tritvlthia2olidino -2.4'diono 

Following a procedure similar to that described in Examplo 1(a). but using 647 mg of 2*[1-(4'-trifluoromethylbipho- 
nyl-4-yl)othylidcneaminooxy]elhanol (prepared as described in Preparation 28), 931 mg of 5-(4-hydfoxybcnzyl)-3-lfit- 
ylthiazolidine-2.4Hjione. 577 mg of triphenylphosphine and 366 mg of diethyl azodicarboxylate. 1 .35 g of the title com- 
pound were obtained as a foam-like solid. 

iH Nuclear Magnetic Resonance Spectrurn (CDCI3, 270 MHz. using tetramethylsilane as the internal standard), 
5 ppm: 



2.28 (3H, singlet); 

3.07 (IH, doublet of doublets, J ^ 9 & 14 Hz); 

3.41 (IH, doublet of doublets, J = 4 & 14 Hz); 

4.26 (2H. tnplel, J = 5 Hz); 

4.36 (IH, doublet of doublets. J = 4 & 9 Hz); 

4.56 (2H, Inplol, J = 5 Hz); 

6.90 (2H. doublet, J = 8.5 Hz); 

7.11 -7.33(17H. multiplel); 

7 59 {2H, doublet. J = 8.5 Hz); 

7.70 (4H. singlet); 
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7.75 (2H, doublol, J = 8.5 Hz). 



2e(h) 5.(4-(2'f1-f4^tri»uofomcthvlblphenvU4-vnnthvlirinnn;^minooxv|nlhoxv)bGn7vnihia70lid -diono 

Foltowing a procedure similar to lhat described in Example 1(b). but using 1.35 g of 5-(4-{2-(1-(4'.trinuoromethyl- 
biphcnyl-4-yl)elhyiideneaminooxylelhoxy)benzyl)-3:lrilyUhia/.olidino-2.4-dione (prepared as described in slop (a) 
above 1, 781 mg ol the title compound were obtained as a crystalline powder, moltinq at 165 - 166*C. 

'H Nuclear Magnetic Resonance Spectrum (a mixture ot CDCI3 with a small amount of hoxadeuloralcd dimethyl 
sulphoxido, 270 MHz. using lelramelhylsilane as the internal standard), 6 ppm: 



2.28 (3H, singlnl); 

3.05 (1H. doublet of doublets, J = 9 & 14 Hz); 
3.46 (1H, doublet of doublets, J = 4 & 14 Hz); 

4.29 (2H, Iripint, J = 5 H7); 

4.43 (IH, doublet of doublets, J = 4 & 9 Hz); 

4.55 (2H, triplet, J s= 5 Hz); 

6.90 (2H. doublet. J = 8.5 Hz); 

7.15 (2H. triplet. J = 8.5 Hz); 

7.61 (2H, doublet. J = 8,5 Hz); 

7.71 (4H. singlet); 

7.76 (2H, doublol. J - 8.5 Hz). 



EXAMPLE 29 



5>(4-(2-f 1 -(4>E!hoxvphenvnethvlideneamlnooxvlGthoxv)ben7vnthia7o1id{ne>2.4-dione (Comp ound No 2-156) 
29(a) 5-(4'(2-f1-(4-Ethoxvphenv0ethvlideneaminooxvlothoxv)benzvn-3>trrtvUhiaz olidlne-2.4-diono 

Following a procedure simUar to that described in Example 1(a), but using 447 mg of 2^1-(4-olhoxyphcnyl)cthyl 
idcnoaminooxyjethanol (prepared as described in Preparation 29). 931 mg of 5-(4-hydroxybenzyl)-3-tritylthiazoHdtno- 
2.4-dione, 577 mg of triphenylphosphine and 366 mg of diethyl azodicarboxylate. 1.34 g of the title compound were 
obtained as a foam-liko solid. 

'H Nuclear l^gnellc Resonance Spectrum (CDCI3. 270 MHz, using letramethylsilane as the internal standard), 

5 ppm: 

1.41 (3H. triplet, J = 7 Hz); 
2.21 (3H, singlet); 

3.06 (IH, doublet of doublets. J = 9 & 14 Hz); 

3.41 (1 H, doublet of doublets. J = 4 & 14 Hz); 

4.04 (2H, quortol. J = 7 Hz); 

4.26 (2H. triplet. J = 5 Hz); 

4 36 (IH, doublet of doublets. J = 4 & 9 Hzi; 

4.50(2H, triplot. J = 5Hz); . • 

6.87 (2H. doublet, J = 9 Hz); 

6.89 (2H. doublet J = 8.5 Hz); 

7.10 - 7.33 (17H. mulUplet); 

7.57 (2H, doublet. J =: 9 Hz). 

29(b) 5-(4-(2'f1'{4-Ethoxvphenvnethvlidoneamihoc^vlethoxv]ben/vl)thiazolidine-2.4-dione 

Following a procedure similar to that described in Example 1(b), but using 1.34 g of 5-(4-{2-(1-(4-cthoxyphonyl) 
ethylideneaminooxylethoxy)benzyl)-3-tritylthiazolidine-2.4-dlone (prepared as described In step (a) above], 517 mg of 
the title compound were obtained as a crystalline powder, melting at 128 • 131*C. 

'H Nuclear Magnetic Resonance Spectrum (CDCI3, 270 MHz. using tetramethylsilane as the intemal standard), 

6 ppm: 

1.42(3H, triplet. J = 7Hz); 
2.21 (3H. singlet); 
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3.10 (IH. doublet ot doublets, J = 9 & 14 Hz); 

(IH. doublet o( doublets, J = 4 & VI Hz). 
4.05 (2H. quartet. J = 7 Hz): 
4.26 (2H. triplet. J = 5 Hz); 
4.49 (iH, doublet ol doublets, J = 4 & 9 Hz); 
4.51 (2H. Uiplcl. J = 5 Hz); 
6.00 (2H, doublet. J = 0.5 Hz); 
6.91 (2H. Uiplot. J = 8.5 Hz); 
7.41 (2H. doublet, J = 3.5 Hz): 
7.58 (2H. doublet. J = 9 Hz). 



.■ ,...o.M.n. 4..Mnm, K,...n...4.vno.hv.i.one.mlnooxvle.hoxv).nn^f.Vh..7n...in..? 4 ..ione (Corppou.cl 

5 No. 2-180) 

„ - 1. 1- ,. ,~ ..„^^...,ni,..,v,.. ,. ,.,..„>..„..^..,>vi. ^„^.v,„^,.*^-i . '-^ 

6 ppm: 



25 



00 



35 



40 



SO 



SS 



2.26 {3H. stnglel). 

3.07 (IH, doublet ol doublets, J = 9 & 14 Hz); 

3.4t (1H. doublet o\ doublets, J = 4 & 14 Hz); 

4.28 (2H. triplet. J = 6 Hz); 

4.37 (1 H. doublet ol doublets, J = 4 & 9 Hz); 

4.55 (2H. triplet. J = 5 Hz); 

6.01 (2H. singlet); 

6 b^i rioublet, J = 8.5 Hz); 

G.90 (1 H. doublet. J = 8.5 Hz). 

7.06 - /.33 (19H. mulliplot); 

7.51 (2H. doublet. J - B.5 H/); 

7.68 (2H, doublet. J = 0.5 Hz). 

^»,..,..,,j,w:r^-.Mr 4'-T 1~'""'"'-'-'''"'''*^^^^^^ 

5 ppm. 

2.26 (3H. singlBl); 

3.10 {IH. doublet ot doublets. J = 9 & 14 Hz); 
3 4b (IH. uoubloi ot doublets. J = 4 A 14 Hz); 
■ 4.28 i2hl. tiiplei. J = 5 Hz); 
4.47 • 4.56 (3H, multiplol); 
6.01 (2H, singlet); 
G.89 (IH. doublet. J = 8.5 Hz); 
6.92 (2H, doublet, J = 8.5 Hz); 
7.06-7.09 (2H. muUiplel); 
7.14 (211. doublol. J - 8.5 Hz); 
7.52 (2H. doublol, J = 8.5 Hz); 
7.69 (2H. doublol. J - 8.5 Hz). 
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EXAMPLE 31 

5-(4»f2'n -<2-Melhoxv-5-DVfidvt^ethvlldene;^minooxvlothoxvmnnyvnihia7olidinO'2.4-dl^ (Compound No 2-^6) 

31(a) S-(4-l2'l1-(2>Mothoxv-S>pvndvnethvlidonoaminooxv|Glhoxvlbon7vl)>3-tritvnhiazolid 

Foltowinq a procoduro similar to that described in Example 1(a). but using 346 mq of 2^1•(2-mclhoxy-5•pyridyt) 
othylldonoRmlnooxylolhanol (proparod as doscribod In Propnmllon 31). 766 mg of 5-(4-hydroxybonzyl)-3-trilyllhln/o- 
lidino-2.4-dione. 475 mg of Iriphenylphosphino and 301 mg of diethyl azodicarboxylate. 846 mg of the title compound 
were obtained as a foam-like solid. 

Nuclear f^gnelic Resonance Spectrum (CDCI3, 270 MHz. using tetramelhylsilane as the internal standard). 

6 ppm: 

2 21 (3H, singlDl): 

3.05 (1H. doublet of doublets. J = 9 & 14 Hz): 
3.41 (1H. doublet of doublets. J = 4 & 14 Hz); 
3.95 (3H, singlet); 

4.25 (2H. triplet. J = 5 Hz); 

4.36 (1H. doublet of doublets. J = 4 & 9 Hz); 
4 51 (2H. triplet. J = 5 Hz); 

6.72 (1H. doublet. J = 8.5 Hz); 
6 88 (2H. doi»hl©t. J = 8.5 Hz); 
7. 1 1 - 7.33 (1 7H. multiplet); 

7.92 (1H, doublet of doublets. J = 2.5 & 8.5 Hz); 

8. 37 (1 H. doublet. J = 2 Hz). 

31 (b) 5-(4-f2-f 1 -(2-Methoxv-5'Pvridvl)ethvlidGneaminooxy]othoxv)bonzvl)thiazolidine-2.4-dione 

Foltowing a procoduro similar to that doscrfeed in Example 1 (b), but using 840 mg of 5-(4-|2-|1 -(2•nrwthoxy•5-py• 
rldyl)elhylideneami^ooxy)elhoxy)benzyl)-^-trityfthiazofid^ne-2,4-dtone [prepared as described in step (a) abovej. 436 
mg of the title compound were obtained as a crystalline powder, meltmg at 148 - 149*C. 

^H Nuclear l^gnotic Resonance Spectrum (CDCI3, 270 MHz. using totramothylsilano as Iho internal standard). 

S ppm: 

2.22 (3H. singlet); 

3.09 (1 H. doublet of doublets. J = 9 & 1 4 H/); 
3.45 (1H. doublet of doublets, J s 4 & 14 Hz); 
3.95 (3H. singlet); 

4.26 (2H. triplet. J = 5 Hz); 

4.45 (1 H, doublet of doublets, J s 4 & 9 Hz); 
4.51 (2H. triplet. J = 5 Hz); 
G.73 (1 H. doublet. J = 9 Hz); 
6.89 (2H. doubloti J » 8.5 Hz); 
7. 1 5 (2H, doublotr J = 8.5 Hz); 

7.93 (1H. doublet of doublets, J = 2.5 & 9 Hz); 
8.36 (1H, doublet. J = 2.5 Hz). 

EXAMPLE 32 

5-f442-f1'(2-lsopropoxv-5-ovndvllethvlldeneaminooxvlethQxv1benzvf^thiazotldw (Compound No. 2-98) 

32(a^ 5'f4W241-f2-lsoDroDO)(V'5H)Vfidvnethvlldeneaminoo3B/leth6KVlbenzvlV34ritvim 

Foltowing a procedure similar tathal described in Example 1(a), but using 1.02 g of 241-{2-isopropoxy-5-pyridyl) 
ethylideneamteooxyjelhanol (prepared as described In Preparation 32). 2 00 g of 5-(4-hydroxybenzyl)-3-1rllyllhiazoli- 
dine-2,4-dione. 1 .24 g of triphenylphosphine and 784 mg of diethyl azodicarboxylate. 2.39 g of the title conpound were 
obtained as a foam-like solid. 

'H Nuclear h/tagnetic Resonance Spectrum (COCIj. 270 MHz. using letramethylsilane as the Internal standard). 
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5 ppm: 

1.35 (6H. doublGl. J = 6 Hz); 
2.21 (3H. singlol); 

3.06 (1H, doublet of doublets, J = 9 & Vl H/); 

3.41 (1H, doublet ol doublets. J = 4 & 14 Hiji 

4.25 (2H. iriplol, J = 5 Hz); 

4 36 (1H, doublet of doublets, J - 4 & 9 Hz); 

4.51 (2H. tfiplot. J = 5 Hz); 

5.32 (IH, ccplol. J = 6 Hz); 

6 65 (1 1 i. doublet. J = 8.5 Hz); 

6.88 (2H, doublet. J =. 8.5 Hz); 
7.11 - 7.33 (17H. mulliplot); 

7.89 (1H. doublet ol doublets. J = 2.5 a 8 5 Hz); 
8.35 (11 1. doublet. J = 2,5 Hz). 



32(b) 5-(4H2-fl>(2-lsopfopoxy-5-pvii dvl)ethvtidtineaminooxv1ethoxvlbenzvi)thiazolidin 

Following a procedure similar to that described in Example 1(b), but using 2.39 g of 5-(4-(2-ri-(2.isopropoxy- 
5.pyfidyl)ethylidcneaminoQxy]ethoxy}benzyl)-3-trityllhiazolidine-2.4-dione [prepared as described in step (a) above! 
1.32 g o( the tillo compound woro obtained as a crystalline powder, molting at 143 - 144»C. 

& ppm- Magnetic Resonance Spectrum (CDCI3. 270 MHz. using telramelhylsilane as the internal standard). 



1 35 (6H, doublet. J = 6 Hz); 
2.21 (3H. singlet); 

3.12 (1H. doublet of doublets, J = 9 & 14 Hz); 

3.44 (IH. doublet of doublets, J = 4 & 14 Hz); 

4.27 (2H. Iriplot. J = 5 Hz); 

4.48 - 4.52 (3H. multiplol); 

5.30 (1H. septet. J = 6 Hz); 

6.67 (IH, doublet, J = 9 Hz); 

6 90 (2H. doublet, J = 8.5 Hz); 

7.15 {2H. doublet. J = 8.5 Hz); 

7.89 (IH. doublet of doublets, J . 2.5 & 9 Hz); 

8.33 (IH, doublet. J = 2.5 Hz). 

EXAMPLE 33 



I4: (2 [l ■(2-PhcnYlsulphonvl-5-pvridvnothv ( idQncamlnooxv]cthoxvlbcnzvnthiazQlidi^^ f Compound No • 



33(a) S-(4-(2^1-(2-Phonvlsutphonvl-5-p vridvl)ethvlidcnoaminooxv1othoxv)bon2vl^3-trHvlthiazolid^^ 

Following a procedure similar to that described in Example 1(a), but using 640 mg of 2-[1.(2-phenylsulphonyl- 
5-pyriayl)ethylideneaminooxyJethanol (prepared as described in Preparation 33). 907 mg of 5-{4-hydroxybenzyl)-3.trit- 
ylthia/olidine-2.4-dione, 550 mg of triphonylphosphino and 365 nig of diethyl azodicarboxylate. 500 mg of the title 
compourid were obtained as a foam-like solid. 

'H Nuclear Magnetic Resonance Spectrum (CDCI3. 270 MHz, using totramethylsilane as the internal standard). 
5 ppm: 



, 2.22 (3H, singlet); 

3.0G (IH. doublet ol doublets, J = 9 & 14 Hz); 

3.39 (IH, doublet ol doublets. J = 4 & 14 Hz); 

4.24(2H. triplet. J = 5Hz); 

4.35 (IH, doublet of doublets, J = 4 & 9 Hz); 

4.55 (2H. Iriplot, J = 5 Hz); 

6.85 (2H. doublet. J = 8.5 Hz); 
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7.09 -7.33 (17H. mulliplel); 
7.39 -7.63(38. multiplGt); 

8.04 -8.16 (4H. multiplet); 
8.89 (1H. doublet. J = 1.5 Hz). 

33(t)) 5-(4-<2-f1-(2-Phenvlsulphonvl-5-pvridvncthylidcncHminooxv|clhoxv]ben^vl)lhlazolidine'^ 

Following a procoduro similar to thai doscribori In Exampio l (b). bul using 500 mg of 5-(4-{2-ll -(2-phonylsulphonyl- 
5-pyridyl)olhylidoneaminooxy]elhoxy)bonzyl)-3-lrityllhiazolidine-2.4-dipne (prepared as described in step (a) abovel. 
260 mg of Ihc litio compound wcro obtained as a crystalline powder. 

»H Nuclear Magnetic Resonance Spectrum (CDCI3. 270 MHz, using tetramethylsilane as the inlemat standard). 
5 ppm: 

2 23 (3H. singlet); 

3.14 (1H, doublet of doublets. J = 9 & 14 Hz); 
3.41 (1H. doublet of doublets, J = 4 & 14 Hz); 
4.25 (2H, triplet. J = 5 Hz); 
4 50 (1H, doublet of doublets, J = 4 & 9 Hz); 
4 55 (2H, triplet, J = 5 Hz); 

6.87 (2H, doublet. J = 8.5 Hz); 
7.14 (2H. doublet. J = 8.5 Hz); 
7 51 -7.65(3H. multiplet); 

8.05 • 8.20 (4H. multiplet); 

8.88 (1H. doublet. J = 2 Hz). 

EXAMPLE 34 

5-(4-f2'(1>(2-fN-(4'Molhviphenvlsulphonvn-N-methvta/nrnotovridin-5'Vnethvfidoneaminooxvtett^ benzyl) 
thinzolidinO'2.4-dionc (Compound No. 2-192) 

34fa) 5-(4-f2-ri -(2-fN-f4-Methvlphenvlsulphonvl)>N-methvlaminolpvridin"5-vl)ethvltdeneaminooxv)ethoxvl bcnzvlt- 
3'tritvlthiazolrdinO'2.4-dlone 

Foltowhg a procedure sffnilar to that described in Example 1(a). but using 1.22 g of 2-(1-{2-[N-(4-methylphenyl- 
sulphonyl)-N-methylamino]pyridin-5-yl)ethylideneaminooxy)othanol (prepared as described in Preparation 34), 1.52 g 
of 5-(4-hydroxyben/yl)-3-trityllhiazolldinB-2,4-dione. 0.97 g of triphenylphosphlne and 0.63 g of diethyl azodtcarboxy- 
tale. 2.33 g of the title compound were obtained as a foam-like solid. 

1 H Nuclear Magnetic Resonance Spectrum (CDCts, 270 MHz. using tetramethylsilane as the internal standard). 
5 ppm: 

2.22 (3H. singlet); 
2.38 (3H. singlet); 

3.07 (1 H. doublet of doublets. J = 9 & 14 Hz); 

3 29 (3H. singlet); 

3.41 (1H, doublet of doublets. J = 4 & 14 Hz); 

4.27 (2H. triplet. J =: 5 Hz); 

4.37 (1H. doublet of doublets. J = 4 & 9 Hz); 

4.54 (2H. triplet. J = 5 Hz); 

6.88 (2H. doublet. J = 8.5 Hz); 

7.11 -7.36 (19H, multiplet); 

7.48(2H, triplet, J = 8Hz); 

7.71 (1H. doublet. J = 8.5 Hz); 

7.96 (1H. doublet of doublets. J = 2.5 & 8.5 Hz); 

8.51 (1H. doublet, J = 2.5 Hz). 
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5.(4■^2■^-^2'(N■M-Melhv!phenvlsu^phonvl^N'memvlamino^pvrid^n-5>vnc ^h benzyl) 
lhiazolidino-2.4-dione 5 

Following a procedure similar to that dcscribctfin Example 1 (b), but using 2.33 g o( 5-{4-(2-( V[2-[N-(4-mGthylphe- 
nylGu!phonyl)-N-methylamino]pyridin-5-yI}elhylideneaminooxy)elhoxy|bcn2yl)-3-trily^ (prepared 
as described in step (a) above), 1.48 g of the title compound were obtained as a foam-like solid. 

Nuclear Magnetic Resonance Spectrum (CDCI3. 270 MHz. using tetramolhylsilane as Iho internal standard). 

S ppm: 

2.22 (3H. singlet); 

2 39 (3H. singlet); 

3.1 3 (1 H, doublet of doublets. J = 9 & 14 Hz); 
3.28 (3H. singlet); 

3 43 (1H, doublet of doublets. J = 4 & 14 Hz); 

4 27 (2H. triplet. J = 5 Hz); 

4.50 (1 H. doublet of doublets, J = 4 & 9 Hz); 

4.53 (2H. triplet. J = 5 Hz); 

6.89 (2H. doublet, J = 8.5 Hz); 

7 1 5 (2H, doublet, J = 8.5 Hz); 

7.22 (2H. doublet. J = 8 Hz); 

7.49 (2H. doublet, J = 8 Hz); 

7 71 (1H. doublet. J = 8.5 Hz); 

7.96 (1H. doublet ol douWets. J = 2.5 & 8.5 Hz); 

8.49 (IN. doublet, J = Z5 Hz). 



EXAMPLE 35 

5-(4-<2-l 1 •(4-PhenvlsulDhonvlphenvnethvltdeneaminoQxv]ettioxy]benzvnthiazo lidine>2.4'dionc fCoinpound No. 2-23) 
35(R) 5-(4'f2-f1-(4>Phcnvlsutphonylphenvl)ethvlidGnGaminooxylQthoxvlbGnzvn-3-tritvlthlaz piidinC'2.4>diono 

Foltowing a procedure similar to that described in Example 1(a). but using 1.006 g of 2-{1-(4-phonyl{iulphonylphc- 
nyl)pthylideneamJnooxy]ethanol (prepared as described In Preparation 35). 1.40 g of 5-(4-hydroxybenzyl)-3-trilyllhia- 
7:olidino-2.4-dione, 666 mg of triphenylphosphine and 549 mg of diethyl azodlcarboxylate. 2.05 g of the title compound 
were obtained as a foam-like solid. 

^H Nuclear Magnetic Resonance Spectrum {CDC\y 270 MHz, using tetramelhylsilane as the internal standard). 

6 ppm: 

2.22 (3H. singlet); 

3.06 (1H, doublet of doublets, J s 9 & 14 Hz); 

3.37 (1H. doublet of doublets, J = 4 & 14 Hz); 

4.24 (2H. triplet, J = 5Hz): 

4.36 (1H. doublet of doublets. J = 4 & 9 Hz); 

4 54 (2H. triplet. J = 5 Hz); 

0.86 (2H. doublet. J = 8.5 Hz); 

7.10- 7.33 (17H, mulliptet); 

7 46 - 7 56 (3H. multiplet); 

7.74 (2H, doublet. J = 8.5 Hz); 

7.90 . 7.95 (4H, multiplet). 

35fb) 5-(4-(2-ri-(4-PhcnylGUlphonvlphonyncthylidcnoaminooxv]cthoxy|bcnzvnthiazol tdino-2.4 diono 

FolkDwing a procedure similar to that described in Example 1(b), but using 2.04 g of 5-(4-(2-(1-(4-phcnylsulpho- 
nylphonyl)Glhylidenoaminooxy]elhoxy)benzyl)-3-trilylthiazolidine-2,4-dione (prepared as described in step (a) above). 
1.09 g of the title compound were obtained as a foam-likc solid. 

'H Nuclear Magnetic Resonance Spectrum (CDCI3, 270 MHz. using tetramethylsilane as the internal standard). 
6 ppm: 
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2.23 (3H. singlet); 

3.11 (1H, doublet of doublets, J = 9 & 14 Hz). 

3.44 (1H. doublet of doublets. J = 4 & 14 H7); 

4.25 (2H. triplet, J = 5 Hz); ; 

4.50 (1H. doublet of doublets, J = 4 & 9 Hz); * 

4.54 {2H. triplet. J = 5 Hz); 

6.88 (2H. doublet. J = 8.5 Hz); 

7.14 (2H, doublet, J = 8.5 Hz); 

7.47 - 7,60 (2H. doublet, J = 8.5 Hz); 

7.47 -7.60 (3H. singlot); 

7.76 (2H. doublet, J = 8.5 Hz); 

7.92 - 7.97 (4H.mulliplel). 



EXAMPLf n6 



5-(4-{2>[1-(4-Phenvlthiophenvnothvlide neaminooxvlethoxv)benzvinhiazolidine-2,4>^^ (Compound No. 2-21 ) 

36 (a) 5-(4-(2 |1~(4-PhonvUhiophonv l)othvlidonoaminooxvlothoxv}bcnzvn-3-tfitvlthiazol^^ 

Following a procedure similar to that described in Example 1(a). but using 862 mg ol 2^H4-phenylthiophenyl) 
othylidonoaminooxyjcthanol (prepared as dosciibod in Prcparalion 36). 1.40 g ol 5-(4-hydroxybonzyl)-3-trilyllhiazoii- 
dino-2.4Hdione. 866 mg of triphenylphosphine and 549 mg ol diethyl azodicarboxylate. 1.95 g of the title compound 
were obtained as a foam-like solid. 

»H Nuclear Magnetic Resonance Spectrum {CDCI3. 270 MHz. using totramethylsllane as the internal standard) 

ft ppm: 



2.21 (3H. stnglet); 

3.07 (1H. doublet of doublets. J =: 9 & 14 Hz). 

3 40 (1H, doublet of douWots, J = 4 & 14 Hz); 

4.25 (2H. triplet. J = 5 Hz); 

4.36 (1H. doublet of doublets. J = 4 & 9 H/* 

4.52 (2H. triplet, J = 5 Hz); 

fc 88 (2H. doublet. J = 8.5 Hz); 

7. 10 - 7.46 (24H. mulliplet); 

7.56 {2H, doublet. J = 8.5 Hz). 



36(b) 5'(4W2-f1-(4'PhenvlthioDhen vnethvlideneaminooxv]ethoxv)benzvnthiazolidiy-2.4-dk^ 

Folbwing a p Aceduro similar to that described in Example 1 (b). but using 1 . 95 g of 5-(4-{2-( 1 -(4-phenylthiophenyl) 
cthylidcncaminooxylolhoxylbon2yl)-3-tritylthiazolidino-2.4-diono [prepared as described in stop (a) abovol, 1 24 g of 
the title compound were obtained as a ^ss. 

»H Nuclear Magnetic Resonance Spectrum (CDCI3. 270 MHz. using tetramelhylsiiane as the intemaJ standard) 
6 ppm: 

2.21 (3H. singlet); 

3.09 (IH. doublet of doublets, J s 9 & 14 Hz); 
3 45 (1H, doublet of doublets. J = 4 & 14 Hz); 

4.25 (2H. triplet. J = 5 Hz); 
4.46-4.53 (3H, multtplel); 
6.89 (2H. doublet, J = 8.5 Hz); 
7. 1 3 (2H. doublet, J = 8.5 Hz); 

7.26 - 7.40 (7H. multiplel); 
7.56 (2H, doublet. J = 8.5 Hz). 
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gX AMPLE 37 

S>f4-f2WV(4>IN>{PhenvlsulDhonvl^N-methv!aminolDhonvnethvlidenenminoo w^^ thia7olidinc-2,4-riiono 
f Compound No. 2-1611 

37(H) 5-f4-[2-M -<4-fN-(PhenvlsulphonvlVN-mGthvlaminolphenvilolhviidcn eaminooxv)ethoxY]bon/ - 
jriWllhia7olidino-2.4-dione 

Following a procedure similar to that described in Example 1 (a), but using 667 mg of 2-(1 -{4-lN-(phenylsulphonyO- 
N-molhylamino]phonyl)othylidonoamlnoo)cy)olhano! (prepared as described in Preparation 37). 1 .02 g oi 5-(4.hydroxy. 
bGnzyl).3-lrityimiazolidlne-2.4.djone. 577 mg of triphenylphosphine and 383 mg of diethyl azodicartxDxylate. 554 mg 
of iho title compound were obtained as a cryslaltine powder, melting at 143 • 145'C. 

»H Nuclear Magnetic Resonance Spectrum (CDCI3. 270 MHz, using tetramethylsilane as the internal standard), 
ft ppm: 

2.22 (3H. singlet); 

3.07 (1H, doublet of doublets. J = 9 & 14 Hz); 
3.17 {3H, singlet); 
' 3.41 (1H, doublet ©f doublets. J = 4 & 14 Hz); 
4.26 (2H. triplet. J = 4.5 Hz); 
4.37 (1 H, doublet of doubiots, J = 4 & 9 Hz); 
4 53 (2H. triplet. J = 5 Hz); 
6.88 (2H, doublet. J = 8,5 Hz); 
7.06-7.33 (21 H, mulliplel); 
7 44 (1H. triplet, J = 8H7): 
7.54 - 7.60 (4H. multiplel). 

37fb) 5-(4.|2-f1-f4-fN-(PhenvlsulphonvlVN-methvlaminolphonvno thvlidcneaminooxvtethoxvlbefizvlt thiazolidinc- 
2.4'diono 

Following a procedure similar to thai described in Exnmple 1 (b). but using 554 mg of 5-{4-|2-(1 M4-lN(phcnylsulpho- 
nyl) N-molhylaminolphonyl)clhylidonoaminooxy)cthoxylbcn7yl)-3 trityllhiazolidino-2.4-diOT^ (prepared as described 
in stop (a) above). 266 mg of the title compound wore oblatneri as an dimorphous powder. 

Ml Nuclear Magnetic Resonance Spectrum (CDCIa. 270 MHz, using tetramethylsilane as the internal standard). 
6 ppm: 



2.23 (3H, singlet); 

3. 1 2 (1 H. doublet of doublets. J = 9 & 14 Hz); 
3.18 (3H. singlet); 

3.45 (1H. doublet of doublets, J = 4 & 14 Hz); 
4.26 (2H. triplet. J = 5 Hz); 

4.46 • 4.54 (3H. mutliplet); 

' 6.90 (2H. doublet. J = 8.5 Hz); 

7.11 (2H. doublet. J = 8.5 Hz); 
' 7.15 (2H, doublet, J = 8.5 Hz); 

7.46 (2H, triplet, J = 8 Hz); 

7.51 -7.65 (5H. mulllplet). 



EXAMPLE 38 



5-f4 f2-l1'(4-BiDhonvlvnproDvlidonoaminooxvlcthoxvlbcnzvl)lhiazolldino- 2.4-diono (Compound No. 3-31) 

Sgfa) 5-(4'(2-ri-f4-BiphenvlvnpropvHdenoaminooxv1othoxvlbenzvl)-3 trltv lthiazolidine-2.4-d!one 

Followfng a procedure similar to that described In Example 1(a). but using 539 mg of 2-[1-(4.biphcnylyl)propylide 
neaminooxylcthanol (prepared as described in Preparation 38), 1.02 g of 5-(4-hydroxybcnzyl)-3-trityllhiazolidine 
2.4.dione, 577 mg of iriphenylphosphine and 383 mg of diethyl azodicarboxylate. 1.09 g of the title compound wer« 
obtained as a foam-tike solid. 
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Nuclear Magnetic Resonance Spectrum (CTDCIs. 270 MHz. using tetramethylsilane as the internal standard). 

6 ppm: 

1.22 (3H. triplet. J ^ 7.5 Hz); 
5 2.86 (2H. quartet. J = 7.5 Hz); 

3. 1 3 (1 H. doublet of doublets; J = 9 & 14 Hz); 

3.48 (IH. doublet of doublets, J = 4 & 14 Hz); 
4.34 (2H, iriplet. J = 5 H2); 

4.43 (IH. doublet of doublets. J = 4 & 9 Hz); 
iO 4.61 (2H. triplet. J = 5 Hz); 

6.96 (2H. doublet. J - 8.5 Hz); 
7. 1 8 - 7.54 (20H. mulllplet); 
7.65 - 7.74 (4H. multiplet); 
7. 78 (2H, doublet. J = 8.5 Hz). 

15 

3e(b) 5-f4-(2-f1-t4-BiphenvlvOproplvliden9aminooxvlethoxv)ben2vl)thlazolldino-2,4'dione 

Following a procedure similar to that described in Example 1(b), but using 1.09 g of 5-(4-{2-[1-(4-biphonylyl)pro- 
pylideneaminooxy]ethoxy}benzyl)-3-tritylthiazolidine-2.4-dione [prepared as described in step (a) above], 585 mg of 
20 the title compound were obtained as a crystalline powder, melting at 162 - 164'*C. 

Nuclear Magnetic Rosonanco Spectrum (hoxadoutoratod dimethyl sulphoxido, 270 MHz, using totramothylsilanc 
as the internal starujard). 5 ppm: 

1.06 (3H. triplet. J = 7.5 Hz); 
2S 2.74 (2H. quartet. J = 7.5 Hz); 

3.05 (IH. doublet ol doublets. J = 9 & 14 Hz); 

3.31 (IH. doublet of doublets. J = 4 & 14 Hz); 

4.26 (2H. triplet. J = 5 Hz); 

4.46 (2H, triplet. J = 5 Hz); 
30 4.87 (iH.dcHJbletofdoubiets. J = 4&9Hz); 

6.93 (2H, doublet, J = 8.5 Hz); 

7.16 (2H. doublet, J = 8.5 Hz)i 

7.39 (IH, doublet, J = 8.5 Hz); 

7.49 (2H. triplet. J 7.5 Hz); 
35 7.69 - 7.78 (6H, multiplet). 

EXAMPLE 39 

5-(4-f2-|1 '(5-Phenvl-2-Pvridvnethvlidenoaminooxvlelhoxvlbenzvl)thiazolidine-2.4-dione (Compound No. 2-1101 

40 

39(a) 5-(4H241-{54=>henvt-2-pvricM)eti^vlidencaminooxvlethoxv)benzvl)>3>tritvrfthi^ 

Following a procedure simitar to that described in Example 1(a). but using 513 mg ol 2-[1-(5*phenyl'2-pyridyl) 
othyiidenoamlnobxylethanol (prepared as described In Preparation 39). 1.02 g of 5-(4-hydroxybenzyl)-3-trityUhiazoti- 
45 dinc-2.4-dione. 577 mg of Iriphenylphosphine a^d 383 rr.g of e*.*-> l azcdca/fcoxyJaie, 1.40 g cf tho IVe ccmpc-^r.d 
were obtained as a foam-like solid. 

* H Nuclear Magnetic Resonance Spectrum (COCI3. 270 MHz, using tetramethylsilane as the inlernHl standard). 
5 ppm: 

so 2.39 (3H. singlet); 

:i I)/ ()l I. iloijhtut uf doubluta, J 9 & 14 H/); 

."^ 1 OH .i.-n»Mo! of .Vmhints J - ^ A 14 S::V 

4. JO iiiM. uipiei. J = 5 Hz); 
4.36 (IH. doublet of doublets. J s 4 & 9 Hz); 
S5 4.59 (2H. doublet. J = 5 Hz); 

6.90 (2H. doublet. J = 8.5 Hz); 
7.12 - 7.33 (17H, multiplet); 
7.38 - 7.55 (3H. mulUplet); 
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7.60 (2H. doublet. J = 3 Hz); 

7.84 (1H, doublet of doublets. J = 2 & 8 Hz): 

7.96 (1H. doublet. J = 8 Hz); 
8.83 (1H. doublet, J - 2 Hz). 

39(b) 5-(4-{2n'1(5'Phenvt-2-pyficJyl)Glhylid(jfieiiffiinooxv]elhoxv}bcn/yOlhiazolidine-2.4^^ 

Following a procedure similar lo that described in Example 1(b). but using 1 .40 g of 5-(4-{2-[1-(5-phenyl-2-pyridyl) 
elhylidenearninooxy)ethoxy)benzyl)-3-trityllhiazolidine-2.4-dione (prepared as described in step (a) abovel. 590 mg o( 
Iho titio compound woro obtained as a crystaltino powder, moiling at 136 - 138*^0, 

Nuclear Magnetic Resonance Spocuum (CPCI3, 270 MHz, using telramethylsilane as the internal standard). 

6 ppm: 

2.35 {3H. singlol); 

3.13 (IH. doublet of doublets, J - 9 & 14 Hz); 
3.43 (IH. doublet of doublets. J = 4 & 14 Hz); 
4.30 (2H. triplet. J = 5 Hz); 
4.50 (1H, doublet of doublets, J = 4 & 9 Hz); 
: 4.58 (2H. iriplol. J = 5 Hz); 
6.91 (2H, doublet. J - 8.5 Hz); 
7.15 (2H. doublet. J = 3.5 Hz); 
7.39-7.52 (3H. mulliplel); 

7.61 (2H, doublet. J - 8.5 Hz); 

7.87 (iH. doublet o( doublets. J = 2.5 & 8.5 Hz); 

7.97 (IH. doublet. J = 8.5 H/); 
6.28 (IH, broad singlet); 
8.83 (IH, doublet. J = 2.5 Hz). 



EXAMPLE 40 

5 (4 f2-f 1 (2 Hvdroxv-5-ovridvl)ethvlideneftminooxvlethoxv)benzvlMhiazolidine-2.4'dio ne fCompound No. 2-193) 
40(a) N-f2-fTetrahvdroovran>2-vloxv)elhoxv]DhlhaHmide 

A suspension of 10.8 g of 2-(2-bromoethoxy)totrahydropyran. 7.0 g of N-hydroxyphthalimide and 11.1 gol potas- 
sium carbonate in 100 ml of dimelhyUormamide was stirred at 80»C for 2.5 hours. Ethyl acetate and water were then 
added to Ihe reaction mixture to make a solulior.. The ethyl acetate layer was then separated and dried over anhydrous 
magnesium sulphate. I he solvent was then removed by distillation under reduced pressure, after which the resulting 
re**sidue was purified by column chromatography Itirough silica gol, using a 2 : 1 by volume mixture of hexane and ettiyl 
acetate as the ctucnt, lo give 8.6ti q of tho title compound as a syrup. 

iH Nuclear fstognelic Resonance Spectrum (CDCI3. 2f0 MHz. using telramethylsilane as Ihe internal standard). 

6 ppm: 

1.35 - 1.73 (6H. mulliplet): 
3.46 - 3.53 (IH. mulliplet); 

3.80 - 3.89 (2H, multiplet); 
4 00 - 4 08 (IH. mulliplet); 
4.51 -4.35 (2H. mulliplel); 
4.66 (IH, brn.nd singlol). 
7.72 - 7.78 (2H, mulliplet); 

7.81 - 7.87 (2H, mulliplet). 



40(b) N-(2-Hvdroxvelhoxv)phlhaltmido 

0.56 g of j2-toluenesulphonic acid monohydrate was added to a solution of 8.62 g of N-(2-(tetrahydropyran-2-yloxy) 
ethoxylphlhalimide (prepared as described in step (a) above) in 86 ml of methanol, and the resulting mixture was stirred 
at room temperature for 2 hours. At tho end of this time, the reaction mixture was concentrated by evaporation under 
reduced pressure, and then the resulting residue was dissolved in a mixture of ethyl acetate and water and neutraly/ed 
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with sodium hydrogen carbonate. The ethyl acel;yc layer was separated and dried over anhydrous magnesium sul- 
phate. The solvent was removed by distillation under reduced pressure, giving the title compound as a crystalline 
powder. This was washed with dilsopropyl other to* give 4. 10 g of the pure com)3ound. melting at 82 - 85*C. 

'H Nuclear Magnetic Resonance Spectrum (pOC\^, 270 MHz. using telramelhylsilane as the internal standard), 
5 ppm: 

3.48(1H, triplet. J = 6Hz); 
3.78- 3.84 (2H, multiplot); 
4.30-4.33 (2H. multiplet); 
7.74 - 7.82 (2H. multiplot); 
7.85 - 7.91 (2H. multiplet). 

40(c) 5-f4-(2-Phthalimidooxvethoxv)bon2vn-3-tritvUhiazolidine-2.4-dtono 

Following a procedure similar to that described In Example 1(a). but using 2.0 g of N-(2-hydroxyethoxy)phthalimide 
[prepared as described in step (a) above], 4.4 g of 5-(4-hydfOxybenzyl)-3-lritylthia2olidino-2,4-dione. 2.53 g of tripho- 
nytphosphine and 1 .68 g of diethyl azod tea rboxy late. 5.00 g of the title compound were obtained as a foam-like solid. 
Nuclear Magnetic Resonance Spectrum (CDCIs* 270 MHz. using totramothylsilano as the internal standard), 

5 ppm: 

3.03 (1H, doublet of doublote. J s 9 & 14 Hz); 
3 41 (1H. doublet or doublets. J = 4 & 14 Hz); 
4.31 -4.38 (3H. multiplet); 
4.56 - 4.60 (2H. multiplet); 
6.77 (2H. doublet. J = 8.5 Hz); 

7.09 (2H. doublet, J = 9.5 Hz); 
7.15 - 7.34 (15H, multiplet); 
7.72- 7.78 {2H. multiplet); 
7.80 - 7.86 (|H. multiplot) 

40(d) 5-f4'(2-Phthallmidooxvethoxv)benzvnthiazolidine-2.4-diano 

Foltowing a procedure similar to that described in Example 1(b), but using 5 00 g of 5-[4-{2-phthalimidooxyGlhoxy) 
bcnzyl]-3-trilylthiazolidlne-2.4-dione (prepared as described in step (c) above], 2,74 g of the title compound were ob- 
tained as a crystalline powder, melting at 146 - 147*C. 

»H Nuclear Magnetic Resonance Spectrum (CDCIq. 270 MHz. using letramelhylsiiane as the internal standard). 

6 ppm: 

3.10 (1H. doublet of doublets. J = 9 & 14 Hz); 
3.44 (1H. doublet of doublets. J = 4 & 14 Hz); 
4.33 . 4.36 {2H. multiplet); 

4.49 (1H. doublet of doublets. J = 4 a 9 Hz); 

4.56 - 4,60 {2H, mulUplot); 

6.79 (1H, doublet. J = 8.5 Hz); 

7. 1 2 (2H. doublet J = 8.5 Hz); 

7.74- 7.80 (2H, multiplet); 

7 81 -7.86 (2H. multiplet), 

8.08 (1H. broad singlet). 

40fc) 5-f4-(2-Aminooxvethoxv)benzvl1thiazolidine-2.4-dione hvdrochloiido 

0.32 ml of hydrazine monohydrate was added to a suspension of 2.64 g of 5-{4-(2-phlhalimidooxyelhoxy)benzyl) 
lhia2olidino-2,4-dione (prepared as described in step (d) above} in 30 ml of ethanol, and the resulting mixture was 
stirred at 80»C for 2 hours. At the end of this time, the reaction mixture was cooled and the precipitated phlhalhydrazido 
was filtered off The filtrate was concentrated by evaporation under reduced pressure, and the concentrate was purified 
by column chromatography through silica gel. using a 1 • 20 by volume mixture of methanol and methylene chloride 
as the oluent, to give 1 .93 g ol 5-14-(2-aminooxyethoxy)bon7ylJlhiazolidino-2,4-dione as a syrup. 

^H Nuclear Magnetic Resonance Spectrum (CDCI3. 270 MHz. using telramelhylsilane as the internal standard). 
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0 ppm: 



10 



ts 



30 



3b 



3. 10 (IH, doublet o( doublets. J = 9 & 14 H?). 

3.44 (1 H, doublet oi doublets. J - 4 & 14 Hz); 

4.02 (2H. triplot. J = 5 Hz); ' . ' 

4.15 (2H. Uipltil. J = 5 Hz); 

4.49 (IH. doublet ol doublets, J = 4 & 9 Hz); 

6.89 (2H, doublet. J = 8.5 Hz); 

7.15 (2H. doublet, J - 3.5 Hz). 

The whole oi this product was dissolved in 20»mi of ethyl acetate, and then 3 ml of a 4 N solution ol hydrogen 
chtor.de in d.oxane wore added, followed by 20 mi ol diethyl elher. The resulUng n^xture was then 
At the end ol thi. time, the precipitate was collected by . filtration, lo give 1 .g7 g of the title compound as an amorphous 

'"''^Nuclear Magnetic Resonance Spectrum (haxadeute rated dimethyl sulphoxide. 270 MHz. using tetramethylsilane 
as the internal standard), 6 ppm: 

3.07 (IH, doublet of doublets. J = 9 k 14 Hz): 

3.31 (IH, doublet ol doublets. J = 4.5 & 14 Hz); 

4.19 - 4.23 (2H, muliit>iet); 

4.31 -4.34 (2H. mulliplel). 

4.88 (IH. doublet ol doublets, J = 4.5 & 9 Hz); 

6.91 (2H. doublet. J = 8.5 Hz); 

7.10 (2H. doublet, J = 8.5 Hz). 

40fl^5-f4-(2-[vf2-Hvdroxv>S-pvridvOothviidoneaminoox vlothoxv]bcn7Ymhiazolidine-2.4-dione 

124 Ml ol pyndine were added at room temperature lo a suspension of 100 mg ol 3.acelyl^.hydroxypyrldine and 
232 mq ol 5 i4 (2-am.nooXyolhoxy)bonzylllhiazolid*ino.2.4.dk)no hydrochlorido (proparod ^^^'^f^^^^^^^^^ 
abov^ in 10 ril ol ethanol. and the resulting mixture was stirred and heated under refltix lor 1 ^^u./^^^ ^ : 

Zo the reaction mixture was cooled to room temperature and the precipitate was collected by filtration to g.ve 183 

as the inlomal standard). 5 ppm: 



2.05 (3H. singlet); 

3.05 (IH, doublet of doublets. J = 9 & 14 Hz); 

3.31 (IH, doublet ol doublets. J = 4 & 14 Hz); 

4.22 (2H. tiiplet, J = 5 Hz); 
-40 4.38 (2H. triplet. J = 5 Hz); 

4.66 (IH. doublet of doublets. J = 4 & 9 Hz); 

6.35 (1 H. doublet, J = 9.5 Hz); 

6.91 (2H. doublet, J = 8.5 Hz); 

7 15 (2H. doublet. J = 8.5 Hz); 
-J5 7.59 (IH. doublet. J 2.5 Hz); 

7.84 (IH. doublet ol doublets. J = 2.5 & 9.5 Hz). 

EXAfVlPLE 41 

s.,a.p.|i.(-p.Hun2vloxv.5.ovr»rivhQthylldonea m inQQxvl^ 4Hdione (Ck)mpound No. 2-194) 

Following a procedure similar to that described in Example 40(1). 130 mg of ^'^^^"l''^^^^^ 
reacted with%2 mg ol 5-l4.(2.aminooxyethoxy)benzyllthiazolidine.2.4.dione hydrochloride (prepared de^rA^ed in 
Exar^^e reaction mixture was concentrated by evaporation under reduced pressure, and the resut ng 

was extracted with ethyl acetate. The extract. W.S washed 
under reduced pressure, lo give 21 9 mg of the title compound, melting al 160 - 161**C. 

Nuclear Magr>otic Resonance Spectrum (hoxadeute rated dimethyl sulphoxide. 270 MHz. using tetramethylsilane 
fis the internal strindard). 6 ppm: 



SO 
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2.18 (3H. singfol); 

3.05 (1H, doublet of doublets, J = 9 & 14 Hz^. • 

3.31 (1H, doublet of doublets, J = 4& 14 H7); 

4.25 (2H. triplet, J = 5 Hz); 

4.43 (2H, triplet, J = 5 Hz); 

4.66 (1H. doublet of doublets. J = 4 & 9 Hi): 

5.39 (2H, singlet); 

6.91 (IH. doublet, J ^ 3.5 Hz); 

6.92 (2H. doublet. J = 8.5 Hz); 
7. 1 5 (2H, doublet. J = 8.5 Hz); 
7.32-7 47 (5H. multlplel); 

8.02 (IH. doublet of doublets, J 2.5 & 8.5 Hz); 
8.43 (IH, doublet. J = 2.5 Hz). 

EXAMPLE 42 



5-[4-(2'(1"f4'(2'PvfidylsulphonyllphenyllethylideneaminoQxy|GthoxY)bonzynihiazolidine-2.4<^ (Compound No. 
2-195) 

Foltowing a procedure similar to that described in Example 40(1), 150 mg ol 4*-(2-pyridyteulphonyl)acetophonone 
wore roactod with 183 mg of 5-[4-(2-aminooxyothoxy)bcnzyl)lhiazolidlno-2,4-diono hydrochlondo Iproparcd as de- 
scribed in Example 40(e)]. The reaction mixture was then concentrated by evaporation under reduced pressure, and 
the resulting residue was extracted wrth ethyl acetate. The extract was washed with water and the solvent was renxjvod 
by distillation under reduced pressure. The residue was purified by column chromatography through silica get, using 
a 2 * 98 by volume mixture of methanol and methylene chloride as the elUent. to give 185 mg of the title compound as 
a gum. 

^H Nuclear Magnetic Resonance Spectrum (CDCI3. 270 MHz. using tetramethylsilane as flio internal standard), 
b ppm: 



2.24 (3H. singlet); 

3.12 (IH, doublet of doublets. J = 9 & 14 Hz); 

3.44 (IH. doublet of doublets. J = 4 « 14 Hz); 

4 25 (2H. triplet. J = 5 Hz); 

4.50 (IH. doublet of doublets. J = 4 a 9 Hz); 

4.55 (2H. triplet. J = 5 Hz); 

6.86 (2H, doublet, J = 8.5 Hz); 

7.14 (2H. doublet, J = 8.5 Hz); 

7.44 - 7.49 (IH, multiplet); 

7.80 (2H. doublet. J = 8.5 Hz): 

7.93 (IH. doublet of triplets, J = 1.5 &8 Hz); 

8.06 (2H. doublet, J = aS Hz); 

8.21 (1 H, doublet. J = 8 Hz); 

8.66- 8.69 (IH. muitiplot). 



EXAMPLE 43 

5-f 4.(2-( 1 «f 4-(4-Pvridvlsulphonvnphenyll8thvlideneamin6oxv)othoxvlben/yllthia/olldine-2,4<iione (Compound No. 
a 105) 

Foltowing a procedure similar to lhat described in Example 40(1). but using 150 mg of 4*-(4-pyridylsulphcnyl)ace- 
lophonono and 1 83 mg of 5-{4-(2-amlnooxyolhoxy)bonzyl]lhiazolidine-2,4-diono hydrochlorido (prepared as doscribod 
in Example 40(e)]. 173 mg of the title compound, melting at 213 - 21S*C, were obtained. 

Nuclear Magnetic Resonance Spectrum (hexadeuterated dimethyl sulphoxide. 270 MHz. using tetramethylsilane 
as the internal standard), 5 ppm: 

2.20 (3H. singlet); 

3.05 (IH. doublet of doublets. J = 9 & 14 Hz); 
3.30 (IH. doublet of doublets. J = 4 & 14 Hz); 
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4.25 (2H. triplet. J = 5 Hz): 

4.48 (2H, inplel. J = 5 h2); 

4.87 (1 H. doublel of doublels. J = 4 & 9 Hz); 

6.91 (2H. doublel, J - 8.5 Hz); 

7.14 (2H. doublol, J = 8.5 Hz); ^ 

7.91 - 7.94 (4H. mullipluOi 

0.05 (2H. doublol. J = 0.5 Hi); 

3.09 (2H. doublol. J - 6 Hz). 

EXAMPLE 44 
No. 2-103) 

""?rN2c::;'i^,gl'^^^^^^^^^^^ Specru. ,CDC.3. 270 MHz. using tetramamyUilana as me in.ema. standard,. 

5 ppm: 

2.17 (3H. singlot); 

3.11 (11 1. doublet of doublets. J - 9 & 14 Hz); 

3.44 (IH. doublol ol doublels, J = 4 & 14 Hz); 

4.24 (2H. liiplel. J - 5 Hz); 

4 48 - 4.53 (3H. mulliplol); 

6.89 (2H. doublel. J = 8.5 Hz). 

7.07 (2H. doublet. J - 8 5 Hz); 

7.14 (2H, doublol. J - 8.5 Hz); 

7.42 - 7.57 (5H. mulliplel); 

7.78 (2H. doublet. J 8 Hz). 




as the internal standard). 5 ppm: 

" 2.20 (3H. binglol); 
3.06 (1H, doublel o( doublets, J = 9 & 14 Hz); 
J 'J^ (iH, doublet ol doublels. J = 4.5 & 14 Hz); 
3.77 (3H. singlet). ^ 
3.0 1 (3H. singlet); 
4.26 (2H, Uiplol, J = 4.5 Hz); 
4.45 (2H. iriplel. J = 4.5 Hz); 
4.87 (IH, doublet o( doublels, J = 4.6 & 9 Hz); 
6 62 (1H. doublet ol doublets. J = 2 & 8.5 Hz); 
6.67 (IH. doublet. J - 2 Hz); 
6.93 (2H. doublol. J = 8.5 Hz); 
7.16 (2H. doublet. J = 8.5 Hz); 
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7.24 (1H. doublet. J = 8.5 Hz); 
7.47 (2H, doublet. J = 8.5 Hz); 
7.67 (2H. doublet. J = 8.5 Hz); 
11.99 (1H, broad singlet). 

5 

EXAMPLE 46 



5'(4-(2-l 1 .(2\5*-Dlmc!hoxvbiphonvi-4-v()cthviidencaminooxvlclhoxvlbonzvnihiazolldino-2.4'd^^ f Compound No. 
2>1971 



10 



Followinn a procoduro sinriUar to that rioRcribod In Exampio 40(f), 256 mg of 4'-(2.5-dimothoxyphftnyl)af:Rtophnnono 
woro reacted with 382 mg of 5-l4-(2-aminooxyelhoxy)benzyl]lhiazolidine-2.4-dione hydrochloride {prepared as de- 
scribed in Example 40(0)]. The reaction mixture was then concentrated by evaporation under reduced pressure, and 
the resulting residue was extracted with r>thyl acetate The extract was washed wtth water and the solvent was renrxsved 
'5 by distillation under reduced pressure. The residue was purified by colunm chromatography through silica gel. using 
a 2 ! 3 by volume mixture ol olhyl acetate and hexane as the eluent. lo give 482 mg of the title compound as an 
amorphous solid, melting at 47 - 52"C (softening point), 

Nuclear Magnetic Resonance Spectrum {hoxadoutbraled dimethyl sulphoxido, 270 MHz. using tclramclhylsilano 
as the internal standard), 6 ppm: 

ro 

2.21 (3H, singlet); 

3.06 (1H. doublet of doublets. J = 9 & 14 Hz); 
3.31 (1 H. doublet of doublets* J = 4.5 & 1 4 Hz); 
3.70 (3H, singlet); 

25 3 75 (nn. singlet); 

4.26 {2H. triplet, J = 4.5 Hz); 
4.46 (2H, triplet. J = 4.5 Hz); 

4.87 (1 H. doublet of doublets. J = 4.5 & 9 Hz); 

6.88 (1H. doublet. J = 3 Hz); 
30 6.91 - 6.94 (3H, multiplet); 

7.05 (1 H. doublet. J = 8.5 Hz); 
7. 1 6 (2H. doublet. J = 8.5 Hz); 
7.52 (2H. doublet. J = 8.5 Hz); 
7.70 (2H, doublet. J = 8.5 Hz); 
35 1 2.00 (1 H. broad singlet). 

EXAMPLE 47 

5-(4-f2-(1-Phenvlethviideneaminooxvtothoxvlbenzvnthiazo(idine-2.4-dione (Com pound No. 2'U 

40 

Follov/ing a procedure similar to that describelJ In Example 40(f). 0.16 ml of acetophenone was reacted with 400 
mg of 5 [4-(2-aminooxyethoxy)benzylllhiazolidine-2.4-dione hydnxhioride (prepared as described in Example 40(e)l. 
The reaction mixture was then concentrated by evaporation under reduced pressure, and the resulting residue was 
extracted with ethyl acetate. The extr«:t was washed with water and the solvent was removed by distillation under 
reduced pressure. The residue was mixed with dirsopropyl ether and the mixture Was stirred. The precipitated powder 
was collected by lillration, to give 370 mg of the title compound. 

Nuclear Magnetic Resonance Spectrum (hexadeuteraled dimethyl sulphoxido. 270 MHz, using letrHmelhylsibino 
as the internal standard), 5 ppm: 

so 2.18 (3H. singlet); 

3.07 (1H. doublet of doublets. J = 9 & 14 Hz); 
3.30 (1H. doublet of doublets. J = 4 & 14 Hz); 
4.25 (2H. triplet, J = 4.5 Hz); 

4.45 (2H. triplet, J = 4.5 Hz); 
ss 4 86 (1H. doublet of doublets. J = 4 & 9 Hz); 

6.92 (2H. doublet. J = 8.5 Hz); 
7.16 (2H. doublet, J = 8.5 Hz); 
7.40 - 7.68 (5H, multiplet). 
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FXAMPLE 48 

wUh 400 mg o. 5-|4-(2-a.nu,ooxyelhoxy)benzy « ^^'^^^^^^^^^ ^^essure. and me resuKinfl residue 
40(0)1. 1 he reaction mixture was Ihcn conccnlralod '^V solvenVwas romoved by dislillalion under 

was oxuacicd wilh omyl acetate. The extract «f ether and hexane, and stirred, 

reduced pressure. The residue was moU«.g at 82 - B.'C. 

^^"^urr^M^^;:— 

as Ihe internal standard), 5 ppm: 



2 18 (3H. singlet); 
15 3.06 (in. doublet ol doublets, J - 9 & 14 Hz); 

3.30 (1H. doublet ol doublois, J = 4 & 14 Hz); 

4.25 (2H. tiiplel. J = 4.5 Hz); 

4,47 (2H, triplol. J = 4.5 Hz); 

4.84 (IH. doublet of doublets. J = 4 & 9 Hz); 
to 6.92 (2H. doublet, J = 6.5 Hz); 

7.16 (2H, doublet. J = 8.5 Hz); 

7.45 - 7.69 (4H. muUiplel). 



25 



30 



35 



40 



EXAMPLE 49 

Po.^.gaprocedures.ni...oth.desc..^^^^^^^^ 
«.th 400 mg of 5-(4-(2-am«ooxyothoxy)ben.y llhiazolKim^^^^^^^ IP P^^ 

ris the internal standard). 5 ppm: 
2.17 (3H, singlet); 

3.07 (IH. doublet oi doublets. J = 9 & 14 Hz); 
3.30 (IH. doublol oi doublets. J « 4 & 14 Hz); 
4.25 (2H, Iriplel, J = 4,5 Hz); 
4.45 {2H. triplet. J = 4.5 Hz); 
4.86 (IH. doublol of doUblols. J :4 4 & 9 Hz), 
6.92 (2H. doublel. J = 8.5 Hz); 
45 ' 7.15 (2H. doublet. J = 3.5 Hz); 

7.47 (2H. doublet, J = 3.5 Hz); 
7.69 (2H. doublel. J = 8.5 Hz). 

E> XMPLE bO 

, ......^■,...,, ^..K.HH.ncam,nooxv1o.ho.ylhon^.)»hia. n.iHir n ^' A rr.one fCompound No. 2-198) 

lane as the iniornal standard), 6 ppm: 



so 
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2.13 (3H. singlet); 

3.07 (1H, doublot of doublets. J = 9 & 14 Hz);. 
3.30 (1 H. doublet of doublets. J = 4 & 14 H/); 
4.24 (2H. triplet. J = 4.5 Hz); 
4.43 (2H, triplet. J = 4.5 Hz); 
4.86 (IH. doublet of doublets. J = 4 & 14 Hz), 
6.79-6.61 (IH. multiplet); 
6.92 (2H. doublot, J - 8.5 Hz); 

7.08 - 7.23 (5H. mulliplet). 

EXAMPLE 51 

5-(4'(2-f 1 •(4-Hvdroxvphenvl)ethvlideneaminooxvlethQXv)bQnzvl)thiazolidin9-2.4-djone (Compound No. 2-1 Q9) 

IS Following a procedure similar to that described in Example 40(f). but using 0.33 g of 4*-hydroxyacelophenone and 

0.70 g of 5-[4-(2-aminooxyethoxy)bonzylJlhiazolidine-2.4-dione hydrochlorkJo [prepared as described in Example 40 
(e)J. 0.74 g of the title compound, melting at 157 - 159'C. was obtained. 

1 H Nuclear Magnetic Resonance Spectrum (hoxadouto rated dimethyl sulphoxido. 270 MHz. using tclramcthylsi- 
lane as the internal standard), h ppm: 

20 

2.12 (3H. singlet); 

3 07 (1 H. doublet of doublets. J = 9 & 14 Hz); 
3.30 (IH. doublet of doublets. J = 4.5 & 14 Hz); 
4.23 (2H. triplet. J = 4.5 Hz); ) 
SS 4.39(2H, triplet, J = 4.5 H7); ! 

4.86 (1 H. doublet of doublets. J = 4.5 & 9 Hz); [ 
6.80 (2H. doublet. J = 8.5 Hz); 

6.91 (2H. doublet. J = 8,5 Hz); 
7. 1 5 (2H. doublot, J = 9.5 Hz); 

30 7.50 (2H. doublet. J = 8.5 Hz). 

EXAf^E 5^ 

5'(A'ii'\ 1 ■(5'Acetoxv-2'hvdroxv-3,4,6-trimethvlDhenvnethvfideneaminooxvlethoxv)benzvn thiazQndine-2.4-dk)ne 
3S (Compound No. 2-200) 

Following a procedure similar to that described in Example 46. but using 0.02 g of 5*-acotoxy-2'-hydroxy-3\4*,6'- 
irlmethylacetophenone and 0.40 g of 5^4-(2-iaminooxyethoxy)benzyl)lhiazolidiho-2.4-diono hydrochloride [prepared 
as described in Example 40(e)]. 0.28 g of the title compot^d was obtained as an amorphous powder, melting at 60 - 
40 75'C (softening point). 

^H Nuclear Magnetic Resonance Spectrum (hexadeuterated dimethyl sulphoxide. 270 MHz. using tetramethylsi- 
lane as the rttemal standard). 6 ppm: 

1.85 (3H. singlet); 
1.96 (HM. singlet): 
2.02 (3H. singlet); 

2.09 (3H. singlet); 
2.30 (3H. singlet); 

3.07 (1 H. doublet of doublets. J = 9 & 14 Hz); 
so 3.30 (1 H. doublet of doublets. J = 4.5 & 9 Hz); 

4. 1 9 (2H. doublot, J = 4.5 Hz); 
4.36 (2H. triplet. J = 4,5 Hz); 

4.87 (1 H. doublot of doublets, J = 4.5 & 9 Hz); 

6.92 (2H. doublet. J = 8.5 Hz); 
ss 7. 16 (2H. doublet. J = 8.5 Hz). 
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5-(4-(2-( 1 -(4>Hvdfoxv'3. 5-dimclhvtphenvOeth viidonftaminooxv]G<hoxv)hen7vnthia70iidine'2,^ (Compound No. 
2-201) 



Following a procedure similar to Uial described in Example 46. but using 0.22 g of 4'-hydroxy-3'.5'-dimethylace- 
lophcnonc and 0.40 q of 5-f4-(2-aminooxyelhoxy)bonzylllhiazolidine-2,4-dione hydrochloride (prepared as described 
in Example 40(e)|. 0.30 g of ihe title compound was obiained as an amorphous powder, melting at 53 - 65'C (softening 
point). 

Nuclear Magnetic Rosonanco Spectrum (hcxadculoratod dimethyl sutphoxkdo, 270 MHz. using tctramcthylsilano 
as the inlemal standard). 5 ppm: 



2.10 (3H. singlet); 
2.17 (6H. singlet); 

3.06 (1H. doublet of doublets, J = 9 & 14 Hz); 
. 3: 30 (1 H. doublet of doublets. J = 4.5 & 1 4 Hz); 
4.22 (2H. triplet, J = 4.5 Hz); 
4.38 (2H. triplet. J = 4.5 Hz); 
4.86 (1H, doublet of doublets. J = 4.5 & 9 Hz); 
6.91 (2H. doublet. J = 8.5 Hz); 
7.15 (2H, doublet, J = 8.5 Hz); 
7.24 (2H. singlet). 



EXAMPLE 54 



5-(4'f2-fVf3-Acetoxvphenvnethvlideneaminooxvlothoxv]benzvl]thiazotldine'2.4-dione (Compound No. 2-202) . 

A mixture of 0.30 g of 5-(4-{2-I1-(3-hydroxyphenyl)ethylideneaminooxylethoxy)benzyl)lhiazolidine-2.4-dione (pre- 
pared as described in Example 50), 0.092 ml ol acetic arihydride and 15 ml of pyridine was stirred at room tomporaluro 
for 1.5 hours. At the end of this time, the solvent was removed by distillation under reduced pressure, and then the 
resulting residue was diluted with water and then extracted with ethyl acetate. The extract was washed with 1 N aqueous 
hydrochloric acid and with an aqueous solution of sodium chloride, in that order, after which it was dried over anhydrous 
magnesium sulphate. The solvent was then removed by distillation under reduced pressure, and the residue was 
purified by column chromatography through silica gel. usii^g a 1 : 2 by volume mixture ol ethyl acetate and hexane as 
the eluont. to give 0.23 g of the title compound, melting at 30 - 50*C (softening point). 

Nuclear Mrigrielic Resonance Spectrum (tiexadeulerated dimethyl sulphoxide, 270 MHz. using tetramethytsilane 
as the internal standard), 5 ppm: 

2.17 (3H. singlet); 
2.28 (3H, singlet); 

3.07 OH, doublet of doublets. J = 9 & 14 Hz); 

3.30 (1H. doublet of doublets. J = 4.5 & 14 Hz); 

4.25 (2H. triplet. J s 4.5 Mz)i 

4.45 (2H. tripiei; J = 4.5 Hz); 

4.66 (1H. doublet erf doublets. J = 4.5 & 9 Hz); 

6.92 (2H. doublet. J = 8.5 Hz); 

7.14 - 7.56 (6H. muUiplet). 

EXAMPLE 55 



S-(4 f2-f 1 -(4-Acctoxvphonvnethvlidenoamlnooxvlothoxvlbeiizvnthiazolidino-2.4-diono (Compound No. 2-203) 

Folbwing a procedure similar to that described in Example 54, but using 0.30 g of 5-(4-{2-11-(4-hydroxyphenyl) 
ethyltdeneaminooxylethoxy)benzyl)lhlazolidine-2.4-diono (prepared as described in Example 51), 0.092 ml of acetic 
anhydride and 15 ml of pyridine. 0.3 g of the title compound, melting at 133 - 135*C. was obtained. 

Nuclear Magnetic Resonance Spectrum (hexadeuto rated dimethyl sulphoxide. 270 MHz. using tetramethylsilane 
as the internal standard). 5 ppm: 
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2.18 (3H. singlet); 
2.28 (3H, singlet); 

3.07 (1H. doublet ol ctoublets. J = 9 & 14 H7)^ 
3. 30 (1 H. doublet of ddublets. J = 4.5 & 1 4 H^); 

4.23 (2H, triplot, J = 4.5 Hz); 
4.44 (2H. Iriptel. J = 4.5 Hz); 

4.86 (1H. doublet of doublets, J = 4.5 & 9 Hz); 
6.92 (2H. doublet. J = 8.5 Hz); 
7.14- 7.17 (4H. mulllplet); 
7.70 (2H, doublet, J =: 8.5 Hz). 

EXAMPLE 56 

5'(4'f2-f1-(4-Biphenvlvl)ethvlideneaminooxvlelhoxv)ben7vl)oxazolidine'2.4<iione (Compound No. 6>15) 
56(a) 5>(4-(2-f1-f4-BiphQnvivl)ethvlidGneamtnooxvlethoxv)benzv0-3-tritvloxazoikjine-2.4'dione 

Following a procedure similar to that described in Example 3(a), but using 0.23 g of 2-(1-(4-biphenylyl)olhylldene- 
aminooxyjethanol (prepared as described in Preparation 15), 0.40 g of 5-(4-bydra}cybenzyl)-3^rityloxazolidine-2.4-di- 
one. 0.40 g of Iributytphosphlne and 0.50 g of 1.1'-(azodicarbonyi)dlpiperazro, 0.31 g of the title compound was ob- 
tained as a crystalline powdor, molting at 193 • 195*C. 

Nuclear Magnetic Resonance Spectrum (hexadeuterated dimethyl sulphoxide. 270 MHz, using tetrameihylsilane 
as the internal standard), 5 ppm: 

2.24 (3H, singlet); 

3.03 (1 H, doublet of doublets. J = 4.5 & 1 5 Hz); 

3. 1 9 (1 H. doublet of doublets. J = 4.5 & 1 5 Hz); 
4.20-4.30 (2H. multiplet); 

4.50 (2H. triplot. J = 4.5 Hz); 
5.32 (1H. triplet. J = 4.5 Hz); 
6.98 {2H. doublet. J = 8.5 Hz); 
7.10- 7.20 (17H, mulliplol); 

7.39 (IH.lriplet, J= 1.5 Hz); 

7.40 (2H. triplet, J = 8 Hz); 
7.60 - 7.70 (4H. multiplet); 

7.73 (2H. doublet. J = 8 Hz). 

S6(b) 5-(4-f2-l1-(4'B{phenvlv0ethvlideneaminooxvlethoxv)benzvnoxazolidine-2.4-dtone 

Following a procedure sinr^lar to that described in Example 1 (b). but using 0.31 g of 5-(4-{2-(1 -(4-biphcnylyl)othyl- 
ldeneaminooxy]ethox^benzyf)-34rityt03cazolldlne-2,4-dt^ [prepared as described fan Example 56(a)]. 0.16 g of the 
title compound was obtained €» a crystalBne powder, melting at 177 - 179*0. 

^H Nuclear Magidl^ l^eoharKo Spectrum (a mixturo of COCI3 with a smalt amount of hexadcutoratod dimethyl 
sulphoxide, 270 MHz^ usino totrarneOiytetene as the htemal standard). 5 ppm: 

2.28 (3H, s^glet); 

3 07 (1H. doublet of doublets, J = 5.5 & 15 Hz); 
3.24 (1H. doublet of doublets. J = 4 & 15 Hz); 
4.28 (2H, triplet. J =: 5 Hz); 
4.54 (2H. triplet. J = 5Hz); 
4.97 (1 H. doublet of doublets, J 4 & 5.5 Hz); 
6.89 (2H. doublet. J = 8.5 Hz); 
7. 1 7 (2H. doublet, J = 8.5 Hz); 
7.30 - 7.50 {3H. multiplet); 
7.60 - 7.70 (4H. multiple t); 

7.74 (2H. doublet, J = 8.5 Hz). 
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FXAMPLES7 



as the inlomal standard). 5 ppm: 



1 .06 (3H. triplet. J = 7.5 Hz): 

2 75 (2H. quartet, J = 7.5 Hz); 

3 05 (1H, doublet of doublets. J = 9 & 14 Hz); 

3 28 (1H. doublet of doublets. J = 4.5 & 14 H7); 
IS 4.26 (2H. triplet, J = 4.5 Hz); 

4.48 (2H, triplet, J = 4.5 Hz); , ^ ^ ^ y,,. 
4.88 (1H. doublet of doublets, J = 4.5 & 9 MZ). 
6.93 (2H, doublet. J = 8.5 Hz); 
7.16 (2H. doublet. J = 8.5 Hz); ^ ^ ^ ^ , 
20 7.39 {1H. doublet of doublets, J = 4,5 & 7 MZ). 

7.79 (2H. doublet, J = 8.5 Hz); 
7 9t (1H. doublet of doublets, J = 7 & 8 Hz); 
8.02 (1H. doublet, J = 8 Hz); 
8.1 4 (2H. doublet. J = 8.5 Hz); 
25 8.69 (1 H. doublet. J = 4.5 Hz). 

PRPPARATIQN 1 

9- ( BGnzvlidc '^"""^*'^ooxvtethanol 

. R.n..ldnhvdo o -'-- n-9./».»r;.hvdropvr^n-?-YtoxY)ethYl ether 

HHoH i« a sniullon ol 1 2 g Of 2-(2-brofnoethoxy)tetrahydropyran and 0 36 q 
2.5 g ol potassium carbonate were added to a solution "^^^^^^ ^ ^^^^^ -jho 

40 5 ppm: 

1.49-1.92 (6H. multiplel); 
3.47 - 3.55(1 H, muUiplol); 

3 77 (1H. doublet erf triplets. J = 5 & 115 Hz): 
4S ' 3.85- 3,94 (IH.multiplet); 

4.01 (1H, doublet of U^jlets. J = 5 & 115 Hz); 

4 36 (2H. triptel, J = 5 Hz); 
4.68 (1H. triplet. J = 3.5 Hz); 
7.34 - 7 38 (3H, multiplel); 

so 7.56 - 7.60 (2H. multiplel); 

8.13 (1H. singlet). 

l(b^ 2>(BQnzYl"^e"oafTi'^ ^^^^^^^"^* 



30 



3S 



55 
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of sodium hydrogencarbonate and then dried ov^' anhydrous magnesium sulphate. The solvent was then removed by 
disiillalion under reduced pressure, and the rosulj^g residue was purified by column chrcimatography through silica 
gel. using a 2 : 1 by volume mixture of hexane and ethyl acetate as the eluent, to give 0.90 g of the title compound as 
a syrup. . 

*H Nuclear Magnetic Resonance Spectrum (CDCI3, 270 MHz. using tetramethylsilane as the internal starKfard), 
5 ppm: 

2.34 (1H. triplet. J = 6 H2); 
3.93 - 3.95 (2H. multiplet): 
4.28 - 4.31 (2H, multiplol); 

7.38 - 7 40 (3H. multiplet); 

756 - 7.58 (2H. multiplet); 
8.13 (1H, singlet). 

PREPARATION 2 

2-(2-Quinolylmethvleneamlnooxy^ethanol 

2(a) 2-QuinolinecarboKaldehvdo oxime 02-{tetrahvdropvfan-2»vloxv)ethvl ether 

Following a procoduro similar to that described in Preparation 1(a), but using 1.50 g of 2-(2-bromoothoxy)totrahy* 
dropyran. 1 . 10 g of 2-quinolinecarboxaldehydo oxime and 2.8 g of potassiitfn carbonate. 2.00 g of the title compourid 
were obtained as a syrup. 

2(b) 2*(2'Q<iinolvlmelhvleneaminooxv)ethanol 

Following a procedure stmilar to that described in Preparation 1 (b). but using 2.00 g of 2-quinolinecaitx»(aldehyde 
oxime 0-2-(tetrahyUropyran-2-yloxy)ethyl ether (prepared as described in step (a) above] and 1.50 g of £-toluenosul- 
phonic acid monohydrato, 0.98 g of th6 title compound, molting at' 1 38*0, Was obtained. 

Nuclear Magnetic Resonance Spectium (C0CI3. 270 MHz. usIAg tetramethylsilane as the inlemal standard), 

5 ppm: 

2.34(1H. triplet. Js:6H2); 
3.97-4.01 (2H. multiples); 

4.39 • 4.43 (2H. mulKplet); 

757 (1H, Iriplel. J = 8 H^); 
774(1H. triplet. J = 8Hz); 
7.83 (1H, doublet. J = 8.5 Hz); 
7.95 (1H. doublet. J s 8.5 Hz); 
8.10 (1H. doublet, J = 8.5 Hz); 
8. 15 (1H. doublet. J s 8.5 Hz); 

8.40 (1H. singlet). 

PREPARATION 3 

2-(3-Quinolvlmothvloneaminooxv)ethanol 

3(a) 3-Quinolinecarboxaldehvde oxime 0'2'(tetrahvdropYran-2-yloxy)ethvl ether 

Following a procedure similar to that described in Preparation 1(a). but using 4.45 g of 2-(2rbromoethoxy)tetraliy' 
dropyran. 2.60 g of 3-quinolinocarboxaldohydo oxime and 7.30 g of potassium carbonate, 4.72 g of the title compound 
were obtained as a syrup. 

3(b) 2>(3-Quinolvlmothvleneaminooxv)ethanol 

Folbwing a procedure similar to that described in Preparation 1 (b). but using 4.72 g of 3-quinolinecartx>xaldehyde 
oxime 0*2-(lotrahydropyran>2-yloxy)elhyl ether [prepared as described in step (a) above] and 2.91 g ol£-toluenesul- 
phonic Hcid monohydrale. 1.55 g of the title compound, melting at 129*C. were obtained. 
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Nuclear Magnelic Resonance Spectrum ^cbcia. 270 MHz. using telramdhylsilane as the internal standard), 
6ppm: . 

2.17 (1H, broad singlet); 

3.97 - 4.01 (2H. multiplel); 

4.36 - 4.40 (2H. mulllplel); 

7.59 {1H, triplet, J = 8 Hz); 

7.76 (1H. doublet of doublets, J = 1 & 8 Hz); 

7.65 (1H. doublet. J = 8 Hz); 

8. 1 3 (1 H, doublet, J = 8.5 Hz); 

8. 24 ( 1 H . doublet. J = 2 Hz); 

8.31 (1H. singlet): 

9. 1 9 (1 H, doublet, J =r 2 Hz). , 
PREPARATION 4 

2-(2-Pvrldvlmethylcneaminooxv)ethanol 

4(a) 2-Pvridinecarboxaldetivde oxime 0-2>netrahvdropvran-2-vtoxv)ethvl ether 

Following a procedure similar to that described in Preparation 1(a), but using 4.00 g of 2-(2-bromoothoxy)totrahy- 
dropyran, 1 .22 g of 2-pyridinecarboxaldehyde oxime and 6.00 g of potassium carbonate. 2.30 g of the title compound 
were obtained as a syrup. 

4(b) 2-(2'Pvrtdvtmethvleneamlnooxv)ethanol 

Following a procedure similar to that described in Preparation 1(b). but using 2.30 g of 2-pyridinecaftx3xaldehyde 
oxime 0-2-(letrahydropyran-2-yloxy)ethyl other [prepared as described in step (a) above] and 2.10 g o( £-loluenesul- 
phonic acid monohydrato, 1.29 gof the titio compound, melting at 45*C. wore obtained. 

^H Nuclear Magnetic Resonance Spectrum (CDCI3. 270 MHz. using tetramethylsllane as the internal standard). 

5 ppm: 

2 34 (1H. broad sinjiet); 
3.93-3.97 (2H. multlptet); 
4 35 - 4 38 (2H. multiplet); 
7 27 .7 30(1 H. multiplel); 
7.68 -7.80 (2H, multiplel); 
8.24 (1H. singlet); 

8.62 (1 H. doublet. J = 4.5 Hz). ^ '* 

PREPARATION 5 

2-(3'Pvridvtmothvlonoaminooxvtothanol 

5fa) 3-Pvridinocaiboxaldehvde oxime 0-2- »etrahvdropvran-2-vloxv)cthvt ether 

Foltowing a procedure similar to that described in Preparation 1(h), but using 8.00 g of 2-(2'bromoGlhoxy)telrahy- 
dropyran. 2. 44 g of 3-pyridinecarboxaldehyde oxime and 1 2.00 g of potassium carbonate. 4. 1 8 g of the title compound 
were obtained as a syrup. 

5(b) 2-(3-Pvrtdvlmcthvlenoaminooxv)othanol 

Following a procedure similar to that described in Preparation 1(b). but using 4.18 g of 3-pyridinecarboxaldehyde 
oxime 0-2-(tetrahydropyran-2-ylo)(y)9lhyl ether [prepared as described in step (a) above] and 3.00 g of £«toluenesul- 
phonic acid nKsnohydrate. 2.00 g of the title compound were obtained as a wax. 

*H Nuclear Magnetic Resonance Spectrum (CDCIa. 270 MHz, using totramethylsitane as the Internal standard). 

6 ppm: 
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2.28 (1H. broad singiot); 
3.93 • 3.97 (2H, multiplet); 
4.32 - 4.35 (2H. mulliplet); 

7.32 (1H, doublet of doublets, J = 5 & 8 Hz): 
7.95 (1H. doublet of doublets, J = 1 & 5 H2); 
8.14 (1H. singlet); 

6.61 (1H. doublet of doublets. J = 1.5 & 5 Hz); 
8.74 (1H, doublet, J = 2 Hz). 

PREPARATION 6 

2-(4'Pvfidvlmethvleneamlnooxv)ethanoi 

6(a) 4-Pvfidinocafboxaldehvde oximo 0-2-(totfHhivdfonvran-2-vloxv)Bthvl ether 

Following a procedure similar to that described in Preparation 1(a), but using 4.00 g of 2<(2-bronrK)ethoxy)tetrahy- 
dropyran. 1 .22 g of 4-pyndinecarboxaldehyde oxime and 6.00 g of potassium carbonate. 2.00 g of the title compound 

wore obtained as a syrup. 

6(b) 2-(4-PvridvlmethvleneaminooxYletfianol 

Following a procedure similar to lhat described in Preparation 1(b], but using 2. 10 g of 4-pyndinecafboxaldehyde 
oxime 0-2-(lo^rahydropyran-2-yloxy) ethyl ether (prepared as described in step (a) above] and 2.00 g of£-toluenesul- 
phonic acid monohydrate, 1.01 g of the title compound, melting at 78 - 80*C. were obtained. 

^H Nuclear Magnetic Resonance Spectrum (COCI3. 270 MHz, using tetramelhylsitana as the internal standard), 
5ppm: 

2.18 (1H. broad singlet); 
3.G3-3.97 (2H. multiplol); 

4.34 - 4.37 (2H. multiplet); 

7.45 (2H. doublet of doublets. J = 1 .5 & 4 5 Hz); 
8.09 (1H. singlet); 

8 64 (2H. doublet of doublets, J = 1 .5 & 4 5 Hz). 
PREPARATION 7 

2-(2-Naphthvlmethvleneaminooxv)ethanol 

7(a) 2'Naphthaldehvde oxirne 0-2-(tetrahvdropvran-2-vloxv)ethvl ether 

Following a procedure similar to that described in Preparation 1(a). but using 4.89 g of 2-(2-bromoethoxy)tetrahy- 
dropyran, 2,00 g of 2-naphthaldehyde oxime and 6.46 g of potassium carbonate. 2.39 g of the title compound, melting 
at 72 • 73*C, wore obtained. 

7(b) 2-(2-Naphthvtmethvleneamlnooxv)ethanol 

Following a procedure similar to thai described in Preparation 1(b). but using 2.39 g of 2-naphlhaldehyde oximo 
0*2-(tetrahydropyran-2-ytoxy)ethyl ether [prepared as described in step (a) above] and 0.20 g of £-toluenesulphonic 
acid monohydrate, 1.17 g of the title compound, molting at 87*C, were obtained. 

*H Nuclear Magnetic Resonance Spectrum (COCIs. 270 MHz. using tetramethylsllane as the internal standard), 
Sppm: 

2.35 (1H. triplet. J =: 6 Hz); 
3.95 . 4.00 (2H, multiplet); 

4.33 - 4.36 (2H. multiplet); 
7.49 • 7.53 (2H. multiplet); 
7.82 - 7.87 {5H. mulliplet); 
8.28 (1H. singlet). 
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ppcPARAUQbLa 



iHNucloarMagnolic ws. 
6ppm. 

2 30 0H.lrip!el,J = 6Hz); 

3 93-3.98(2H.mumpi,«0. 

1 94 (2H. muUiplot); 

f3V/7r8r4H;n.uuip.e^^ 

7 54 .7.63(4KmuWp»etV. 
7 79 OH, sing^eiy. 
8,20 OH. singlet). 



30 




40 



phonic ""^"^r^*!;^ neso^nce Spectrum (CDa,. Z/" 
1 H Nvclear Magne»» Resona 

S ppm: 

9 32(lH.tnplet, J=6HzV. 
3 93 - 3 98l2H.muniptot). 

7 58 - 7.67(6H.muttip»etV. 
so 8.i7(lH.s«ngtol). 



45 
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dropyran. 500 mg of 2-phenyi-5-pyrtdinecarboxaldeh^de oxime and 2.09 g of potassium carbonate. 734 mg of the title 
compound wore obtained as a syrup. 

1 0(b) 2-(2'Phcnvl-5-pvridvlmethvieneaminooxv)ethanot - 

Following a procedure similar to that described in Preparation 1(b). but using 727 mg of 2-phenyl-5-pyridinecar- 
boxaldchyde oxime 0-2-(letrahydropyran-2-yloxy)elhyl elher (prepared as described in step (a) above) and 466 mg of 
£-toluenosulphonic acid monohydrale, 404 mg of the tillo compound, melting at 100 - 101*C, were obtained. 

*H Nuclear Magnetic Resonance Spectrurn (CDCI3. 270 MHz. using tetramethylsilane as the internal standard). 

2.20 (1 H. triplet. J = 5 Hz); . . , ' . .. . 
3.93 - 3.97 (2H. multiplel); 

4.32-4.36 {2H. mulliplet); 
7.41 -7.53.(3H, mulliplet); 
7. 76 (1 H . doublet. J = 8. 5 Hz); 
6.00 • 8.05 (3H. multiplet); 
8.19 (1H. singlet); 
8.78 (IH. doublet. J = 2 Hz). 

PREPARATIQfcJ 11 

2-0-Phenyl-5«pvridYlmethvleneaminooxv)ethanol 

n(a) 3-Phenvl'5-nvrldinecarboxaldehvde oxime 0-2'{tetrahvdropvran-2-vloxv)ethvl ether 

Following a procedure similar to that described in Preparation 1(a), but using 1-60 g of 2-(2-bromoelhoxy)totrahy- 
dropyran. 600 mg of 3-phenyl-5-pyridinecarboxaldehyde oxime and 2.50 g of potassium carbonate. 609 mg of the title 
compound wore obtained as a syrup. 

1 1 (b) 2'(3-Phenvl-5-pvridvlmethvleneaminooxv)ethanol 

Foltowhg a procedure similar to that described in Preparation 1(b). but using 809 mg of 3-phenyl*5-pyridinecar- 
boxaldehyde oxime 0-2'(tetrahydropyran-2-yloxy)ethyl ether [prepared as described in step (a) above] and 750 mg of 
£-toluenesu|phonic acid monohydrate. 529mg of the title compound, melting at 102 - 104*C, were obtained. 

^H Nuclear Mengnetic Resonance Spectrum (COCIq. 270 MHz. using tetramethylsilane as the internal standard). 
5 ppm: 

2.26 (IH. broad singlet); 
3. 98 - 4.02 (2H. mulUplot); 
4. 33 - 4.37 (2H. multlpiet); 
7.40 - 7.53 (3H. mulUplet); 
7.59 - 7.62 (2H, multiplet); 
8.13(1H. triplet. J = 2Hz); 

8.21 (IH. singlet); 

8.69 (IH, doublet. J = 2 Hz); 
8.84 (IH. doublet. J = 2 Hz). 

PREPARATION 12 

2>f2'Elhoxv-5"pvridvlmc!hvloncaminooxv)othanol 

12(a) 2-Ethoxv-5-pvridinecarboxaldehvde oxime 0-2-(tetrahvdropvran«2-vioxy)s>thvl ether 

Following a procedure similar to that described in Preparation 1(a), but using 2.00 g of 2-(2*bromoethoxy)tQtrahy- 
dropyran, 1.00 g of 2-elhoxy-5-pyridinecarboxaldehyde oxime and 2.50 g of potassium carbonate, 1.76 g of the title 
compound wore obtained as a syrup. 
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1 Pfb) 2-(2-Ethoxv-5-PYf idvime!hvlGneaminoo xv)c!hy>ol 

Following a procedure similar to .ha. dcscrib^Sin Prepara.ion ,(h). bu. using 1 76 g 
boxnSyde'oxiL 0.2-(.e.rahydropyrhr,-2.ytoxy)e^^ clhor (prepared a« ^^^^f J^^'^^Pj,^^^^^^^^ ''^ ^ °' 
n-,o.uenosulphonic acd monohydrato. 0.73 g o. .ho title compo.md. moll.ng at W - 54'C. was obtained 

'H Nuclear Magnetic Resonance Spectrum (tTDCb, 270 MHz. using tclramolhylsilane as .he in.erndl stdndd.d). 

5 ppm: 

1.40 (3H. triplet, J = 7 Hz): 

2.20 (1H. Iriplol. J = 6 Hz); 

3 90 - 3.95 (2H, multiplRl); 

4.2G - 4.29 (2H. multiplel); 

4.39 (2H, quartet. J = 7 Hz); 

6.74 (1H, doublet. J = 8.5 Hz); 

7.90 {1H, doublet of doublets, J = 2 & 8.5 Hz); 

8.08 (1H. singlet); 

e.18(1H. doublet. J = 2 Hz). 

PREPARATION 13 

2-fl-(2-Nnphthvncthvlidcnoaminooxv)cthanol 

13(a) 2-Acctonaphthone oximc 0-2-(tetrahvdropvr an 2-vloxv^cthvl ether 

Following a procedure similar to that described in Preparation 1(a) (except that the time required for the reaction 
was 20 hours), but using 4.52 g of 2-(2.bromoothoxy)totrahydropyrnn. 2.00 g of 2.acolonaphtono oximo and 5.97 g of 
potassium carbonalo, 3.32 g of the tillo compound were obtained as a syrup. 

13(b) 2-f1 •(2-Naphthvnothvlidonoaminooxvlothanol 

Foltowing a procedure similar to that described in Preparation 1(b). but using 3.32 g o: 2-acelonaphlhonc oxiin 
0-2-(lotrahydropyran-2-yloxy)olhyl ether [prepared as described in step (a) above] and 0.20 g of £-toluenc5ulphon»: 
acid monohydrate. 1 .31 g of the title compound, melting at 94 - 96-C. were obtained. 

Ml Nuclear l^agnetic Resonance Spectrum (CDCb. 270 MHz. using telramelhylsilane as the internal standard, 
6 ppm: 

2 39 (3H. singlet); 
2.58 (1H. broad singlet); 
3.97 - 4.00 (2H, muUiplet); 
4.36 - 4.39 (2H, mulliplot); 
7.47 - 7.53 (2H. mulliplet); 
7.79 - 7.88 (4H, multiple!); 
8.00 (1H. singlet). 

PREPARATION 14 

2-f 1 -(2-Q»ifK)lvl)c!hvfideneaminooxv]ethanol 

14(a) 2>Acetvlauinoline oxime 0>2-ftetrahvdropy rftn-2-vloxv)<ithvl ethcf 

Following a procedure similar to that described in Preparation 1(a) (except that the time recuircd for the reaction 
was 20 hours), but using 2.09 g of 2-(2-bromoclhoxy)tetrahy(lropyran. 930 mg of 2-acetylquinoiine oxime and 2.76 g 
of potassium carbonate. 1.51 g of the title compound were obtained as a syrup. 

1 4(b) 2-f 1 ■(2-Quinolvl)ethvlideneaminooxvlethanol 

Following a procedure similar to that described in Preparation 1(b). but using 1 .51 g of 2-acetylqu incline oximo O- 
2.(tclrahydropyran-2-yloxy)elhyl ether [prepared as described in step (a) above). O.flS g of the title compound, melting 



223 



10 



EP 0 708 098 A1 

at BS'C. was obtained. 

. ^^;>. Nucear Magne.ic Rosonance SpoCa^n, (CDC,. 270 MHz. using .a.a.e.Hy.si^e as U,e in.e^, s.an.a,., 

. 2.44 (IH. triplet. J = 6H2); 
2.51 (3H. singlel); 

3.96 - 4.02 (2H.mulliplel); 
4.40-4.43 (2H. multiplet); 
7.54 (1 H. triplet, J = 9.5 Hz); 
7.71 (IH. triplet, J = 7.5 Hz); 
7.80 (1 H, doublet. J = 8 Hz), 
8.01 (IH. doublet. J = 8.5 Hz); 
8.08-8.11 (2H. multiplet). 

PREPARATION] i .q 

2-Ji-(4-Biphenvlvnethvliden eayinooxY] athanni 

- ^^i^) 2-AcotYfb.phonyl oxime 0.?.nPtrahvdrcnvr.n>.9,y ,..^.|..K.. 

potassium carbonate. 10.2 g o?the title compotrw^^^^^^^^^^ 4.acety,biphenyl oxime and 20.9 g of 



3S 
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i syrup 

15(b) 2-f 1 •M-RiphnnYlyl)ethvlidQnfiamf nOOXVlQlhannl . 

at 1 28-1 30-C. woro obtained aescribed m step (a) abovoj. 6.53 g of the title compound, meltilTg 

5 pp^" '^^""''^ (^°^'3. 270 MHZ. using .etramethylsilane as .ho Internal standard, 

2.30 (3H. singlel); 
2.58 (IH. broad singlet); 
3.95 - 3.99 (2H. multiplet); 
4.32- 4.36 (2H. multiplet); 
7.06 -7.48 (3H, multiplet); 
7.59- 7,62 (4H, multiple!); 
7.71 (2H. doublet. J = 8.5 Hz). 

PREPARATION ifi 

2-f1-(3-Biphonvlvhothylid onoaminoQXYl nthnnoi 

16(a) 3-AcolYlhiphonYl oximR O-?-rt0trahvdrnnY r.n-o. y,oxv,eihY t nthn. 

potassium carbonate. 2.69 9 o7t.o ti.e c^po^^^^^^^^^ '^^^l ^' 3-acetylbipnenyl oxime and 5.50 g ot 

16fb) 2-f 1 -f3-Blphonvlv»nlhyl idonoaminnnvy| «th....>>i 

H Nuclear Magnetic Resonance Spectrum (cnr\ otc\ Kiiu, • . 
6 ppm: spectrum (CDCI3. 270 MHz. using tetramethylsilane as the internal standard). 
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2.32 (3H. singlol); 
. 2.58 (1H. broad singlet); 
3.fli» - (2H. multlplet); 
4.32- 4.36 (2H. muUiplol): 
7.34 - 7.48 (4H. multiplot); 
7,59 - 7.62 (4H. mulliplel); 
7.83 (1H, doublet, J = 1.5 Hz). 

PREPARATION 17 

2-f 1 -(2-PhGnvl-5-pyridyl)bthvlideneaminooxvloth?<nol 

17(3) 5-Acetvl-2-ph9nvipvridine oxime 0-2-(totrahydfopyran-2-vloxv)o1hvl ethor 

Following a procedure similar to that described in Preparation 1(a) (except that the time required for the reaction 
was 16 hours), but using 1.48 g of 2-(2-bromoethoxy)lelrahydropyran. 600 mg of 5>acetyl-2-phenylpyridtne oxime and 
2.30 g of potassium carbonate. 886 mg of the title connpound were obtained as a syjup. 

17(b) 2-f1 '(2-PhGnyl-5'Pvridvl)ethvndeneaminooxv]othanol 

Following a procedure similar to that described in Preparation 1(h). but using 862 mg of 5-acotyl-2*phcnyIpyridino 
oxime 0-2-(tGtrahydropyran-2-yloxy)ethyl ether (prepared as described In step (a) above] and 542 mg ofji-toluenesul- 
phonic acid monohydratc. 519 mg of the title compound, melting at 76'C. were obtained. 

'H Nuclear Magnetic Resonance Spectrum (CDCI3, 270 m\z, using tetramethylsilane as the internal standard), 
ppm: 

2.32 (3H, singlot); 

2.42 (1H. broad singlet); 
3.96-3.99 (2H. multiplot); 
4.35 - 4.38 (2H. multiplet); 
7.44 - 7.53 (3H. multiplot); 
7.75 (1H. doublet. J = 8 Hz); 
0 00 - 8.04 (3H, multiplot); 

8.93 (IH. doublet of doublets, J-2 8iS Hz). 

PREPARATION 18 

2'fi-(3-Phcnvl-5>pvridvnothvlide()eaminooxvlethanol 

1g(a) 5'Ac ctvl-3-phcnvlpvridino oximo 0-2-(totrahvdrooyran-2-vloxv)cthvl other 

Following a procedure similar to that described in Preparation 1(a) (oxcopl that Ihe.time roquirod for tho reaction 
was 16 hours), but using 985 mg of 2-(2-bromoothoxy)lolrahydropyran. 500 mg of 5-acctyl-3-phcnylpyridino oximo 
and 1 .30 g of potassium carbonate. 641 mg of the title compound were obtained as a syrup. 

1fc^(b) 2-|1-(3-Phonvl.5-pvridvl)othvlidoneaminooxv]olhanol 

Following a procedure simitar to that described in Preparntion 1(b). but ysing 841 tng of 5-aoclyl-3-phenylpyridinc 
oximo p'C-(tGtrahydropyran-2-yle>xy)ethyl ethor (prepared as described in step (a) gbove] and 41 9 mg of £-toluenesul- 
phonic acid monohydrate, 419 m© of the title compound were obtained as a syrup. 

'H Nuclear Magholic Resonance Spectrum (CDC I3, 270 MHz, using tctramelhylsilano as tho internal standard), 
5 ppm: 

2.34 (3H, singlet); 
2.40 (IH. broad singlet); 
3.95 - 3.99 (2H, multiple!); 
4.35-4.39 (2H, multiplet); 

7.43 - 7.52 (3H. multiple!); 
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7.59 • 7.62 (2H. multiplet); 
8.11 (1H. Iriplel. J = 2 H2); 

8.82 (1H. doublet. J = 2 Hz); 

8.83 (1H. doublet, J = 2 Hz). 



PREPARATION 19 

2-|l-(2-Ethoxv-5>pvrid vnethvlideneaminooxvlmhanQl 

19(a) 5>Acctvl-2-cthoxvpvridino oximo Q-g-f t otTahvdrQQVfan-2-vloxv^othvl at^^ n^' 

^./^^^Tr!^V\'^^^^^^^ described in Preparation 1(a) (except that the time required for the reaction 

TsVn o "Sing 1.16 g of 2.(2.bromoothoxy)tetrahydropyran. 500 mg of 5.acety|.2.ethoxypyridinrox mo i^^^ 

1 .53 g of potassium carbonate. 850 mg of the title compound were obtained as a syrup *yPy''«'"« 

1 9(b) 24 1 '(2-Ethoxv-5-Dyr idvnethvlideneaminooxv1athannt 

Following a procedure similar to that described in Preparation 1 (b). but using 903 mo of 5.acotvU2 mhnwnt/riwir.^ 
oxime 0.2^(.etrahyd^^^^^^^ er,er (prepared as descrltled in step (a) above] aid 580 m^^^^^ 

phomc acKJ monohydrate. 548 mg of the title compound were obtained as a syrup ^ ^ toluenesul- 

5 ppm"" '^^'^'^^^^ ^P^*^^^"'" (^°C»-3. 270 IS/IHz. using tetramothylsilane as the internal standard) 



1.40 (3H. triplet. J = 7 Hz); 

2.24 (3H. singlet); 

2.49 (1H, triplet, J = 5.5 Hz); 

3.91 -3.96 (2H. multiplet); 

4.29 - 4.32 (2H. multiplet); 

4.38 (2H, quartet, J = 7 Hz); 

6.72 (1H, doublet. J = 9 Hz); 

7,89 (1H, doublet of doublets. J := 2.5 & 9 Hz); 

8.35 (IH. doublet. J = 2.5 Hz). 

PREPARATION 20 



2-fV(4-r-lmid?j7olvlphe nvl)ethvlideneaminooxvlBthannl 

20(a) 4'-(lmidazo|.l.vl)acetophenone oxime n - 2-netrahvdroDyran>2-vloxv) ethy l Aihor 

was^'iZs') I^ESa^S^TJ '"''h'' '? '^"'"^'"^ '^'^ -^--^ the reaction 

Tnd 2 SO n of oo» ^ 1 ^ 2-(2-bromoethoxy)tetrahydropyran. 1 .00 g of 4'.(imidazo|.1 .yl)acetophenone oxime 
and 2.50 g of potassium carbonate. 1 .14 g of the title compound were obtained as a syrup. °Pn«"0"« oxime 

_20(b) 2-f 1 •(4-V>lmida2Qlyl phenvnethvlideneaminooxy| nihpnni 

Following a procedure similar to that described in F'reparation Kb) but usina i 14 o of ii» /ir«iHo-,«i n . .. 

^Nul" m'^°"°''o°''' *" '"'^ 127.129-b. were ob!i.ned ' ^ 

.ano air °r;r:.irL^d7.T^n; ^-^^-^---^ ci^-^y' su.phox^e. 270 MHZ. using ....emysi- 

2.23 (3H. singlet); 

3.68 (2H. quartet, J = 5.5 Hz); 

4.17(2H,lriplot. J = 5.5 Hz); ' 

4.73 (IH. triplet, J = 5.5 Hz); 

7.13 (IH. singlet); 

7.70 (2H. doublet, J = 8.5 Hz); 

7.79 (2H. doublet. J = 8.5 Hz); 
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7.80 (1H, singlet); 
8.33 (1H, singlet). 



PREPARATION g1 

2-fV(4-2'-Pvridviphen vl)elhvlideneafninooxv|GlhHnol 

21 (a) 4'.(2>PvridYl)acolophcnone oxtm e 0-2-riolrnhvdropvmn-2-vloxv)olhvl ethor 

t??^'"^. a procedure similar to that described in Preparation 1(a) (except that the time required for Ihc rcaclion 
G 00 nnl V' ' o 2-(2-bromoethoxy.)imrahydrcpyran. l .30 g of 4^(2.pyridyl)aca°ophenone ox mo a^^ 

6.00 g of potassium carbonate. 2.01 g of the title compound wore obtained as a syrup 

21 (b) 2-f 1>f4.2'»PvridvrD henvnothvlidencaminooxvlfiih;^nf^i 

Following a procedure similar to that described tn Preparation 1 (b), but using 2.01 g of 4*.(2-pyridvl)acetoDhenone 
ox.me 0.2-(,etrahydropyran.2.yloxy)ethyl ether [prepared as described In step (a) atL] and I'^^S g 
phomc acd monohydralo. 1.35 g of tho titIo compound, melting at 74-76*C, wore obtained ^ toluenesul 

6 ppm '^^"^"'^ Resonance Spectrum (CDCI3. 270 MHz. using tetramethylsilane as the internal standard). 



2.31 PH, singlet): 

2.57 (1H, triplet, J = 6 Hz); 

3.95 - 3.99 (2H, multiplol); 

4.34-4.36 (2H, multiplet); 

7.24- 7.27 (1H, multiplet); 

7.74 - 7.77 (4H. multiplet); 

8.02 (2H. doublet. J = 8.5 Hz); 

8.71 (1H, doublet of doublets. J = 1.5 & 5 Hz). 

PREPARATION PP 



?-f : '(-^-3'-Pvridvlphen yl)ethvlideneaminooxvlelh;qnni 

22(a) 4'.(3-Pvridyl)ac6tophenone oxima Q- 2 -ftotrahvdropyran>2>vloxv>othYl 

wash's l7:sTo920^^^^^^ ^T"'^" '''' ^^^^^^^ '''' ^^^^-^ --^ion 

17 1 rTrC ? "S'ng 9-20 g of 2-(2.bromoethoxy)tetrahydropyran. 3.76 g of 4*-(3-pyridyl)acelophenone oxime and 
17.4 g of potassium carbonate. 2.60 g of the title compound were obtained as a syrup 

22(b) 2-f 1 '(4-3^Pvridvlphen vl)ethvlideneaminooxv]ethannl 

Foltowing a procedure similar to that described in Preparation Kb) but usina P eo n «f rn ♦ u 

ppm """""""^ ^P"''™"' MHZ. using tetramemylsilans as the inlernal standard). 



2.31 (3H. singlet); 

2.58 (1H. triplet, J = 6 Hz); 

3.05-4.00 (2H. multiplet); 

4.34 . 4.37 (2H. ffiultt^let); 

7. 39 (1 H, doublet of doublets. J = 4.5 & 8 Hz) 

7.60 (2H, doublet, J - 8.5 Hz); 

7 75 (2H, doublet. J = 8.5 Hz); 

7.87-T.92(1H. multiplet); 

8.8 1 (1H, doublet of doublets. J = 1.5 a 4 5 Hz)' 
e 87 (1H. doublet. J = 2 H/). 
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PREPARATION 23 

2-f1-(tf.4'-Pvridvlnhet^YH aihvlldeneanriinooxv1ethanol 

23(a) 4'.(4-PYridYl)acetophenone oxime 0-2-»elrahynr o pvraf^.2.vioxv| «.hY. 

this .ime. ,he reaction mUtS^e Is dild Z XEa.e S ? 'kT"' """'^ " ^« 

sodium Chloride. It was then Sr^d ov^alvSou^^^ , u '"'' " "^"^ ^ o' 

under reduced pressure T^a asZg Sue wafoSi^rrJ^^^^^^ ''^"^"^"^ 

gradient e.u.ion method, with mi^u « <i mXlene cT^^^^^ "«-9 a 

volume as the eluent. to give 1 .58 g of .he ti.ir^!r,^;ound ^^^^^^^^ ""^"^ ^ ^ to 95 : 5 by 

23(b) 2-f1-f4-4'-Pvridvlph onvl>ethvlirlar»,aminooxvlelhannl 

Following a procedure similar to that described in Preparation 1 (b) but usinn i ■;fl n a- ,a 
ox.mo p-2-(.otrahydropyran-2-yloxy)olhyl other fproparod as do^Zdl^^^^^^^ 

phon. acK^ monohydrate. ,.0, got me title compound, melting at 133-2 were oi^t'd' ' °'£-toluoncsu.. 

H Nuclear Magneto Resonance Spectrum (CDCI3. 270 MHz. using tetrame.hylsilane as the interna, standard, 



2.31 (3H, singlet); 
2.53(1H. triplet, J = 6H2); 
3 95-3.98 (2H. mulllplet);' 
4.34-4.37 (2H, multiplet); 
7.52 (2H, doublet of doublets, J = 1.5 & 5 Hz); 
7.65 (2H. doublet. J = 8.5 Hz); 
7.76 (2H, doublet, J = 8.5 Hz); 
8.68 (2H. doublet oi doublets, J = 1.5 & 5 Hz). 

PREPARATION 9d 

2-f1 , 4-DimothYl-2-phenvllmidazol.5.vlmnth vienQaminnnvy) »«h.^^. 

24(H) 1,4-Dimothyt-2.phenvlimidazole.5-cp.rhn. ,,|dehvde oxim^ n.^.f .o,^K^ 

Following a procedure similar to that described in Preoaraiion ir^^ ^ovr^or^t tk^» »u * 
was 5 hours), but using 1.46 g of 2-(2-bromoethQxu^»l^r^h!H? ^(3) (except that the time required for the reaction 

24(b) 2-(1,4-DimelhYl-2-phenvlimidazol-5.vlmn.hy i cneaminooxv^Prh.n^i 



yran-2- 



2.34 (3H. singlet); 
3.82 (3H. singlol); 
3.91 - 3.95 (2H. multiplet); 
4.25 - 4.28 (2H. mulliplol); 
7.43-7.51 (3H, multiplet); 
7.59-7.62 (2H. multiplet); 
8.21 (1H, singlet). 
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PREPARATION ^5 

2-fl-(1>Mn thvl-2>phonvlimida7ftl>4-vnQihvlidnnn;^minooxvlothfinol 

25(a) 4-A cetvM>methvl-2-phenvlimidazoto oximo 0-2-MotrahVfJropvfan-2-vioxv)olhvl ether 

Following a procedure similar to thai describod in Prcparntion 1(a) (oxcnpl thai the time required for the reaclfon 
was 16 hours), but using 1 .40 g ol 2-(2-bromooihoxy)lcUahydropyrc!n. 673 mg of 4-acelyM -mclhyl-2-phcnylimida2oic 
oxime and 2.00 g of potassium caibonate. 0.78 g of the title compound was obtained as a syrup. 

25(h) 2-f1>(1-M6lhvl-2>phenvlimidazol-4-vl)oihvlidoncaminooxvlRthnnol 

Following a procedure similar to that described in Preparalbn 1{b). but using 0.78 g of 4-acolyl-1 -melhyl-2-pho- 
nyllmida7olo oxIme 0-2.(tctrahydropyran-2.yloxy)elhyl ether [prepared as described in step (a) above] and 0.50 g of 
B-loluenesuIphonic acid monbhydrate, 0.42 g of the title compound, molting at 133 - 135'C, was obtained. 

Nuclear Magnetic Resonance Spectrum (CDCIj. 270 MHz. using telramethylsilane as the internal standard). 

6 ppm: 



2.30 (3H, singlet); 
2.75 (1H, broad singlet); 
3.73 (3H. sinqlol); 
3.92 - 3.94 (2H. multiplet); 
4 28 - 4,30 (2H, multiplet); 
7.27 (1H, singlet); 
7.40 - 7.48 {3K multiplet); 
7.60 - 7:63 (2H, multiplet). 



JO 



46 



PREPARATION 26 

2-f 1 >(4'-Molhvlbiphenvl-4-vnothvlideneaminooxv]olhanol 

26(1) 4'.(4-Mcthvlph cnvl)acctophcnono oximc 0-2-(lclfnhvdropvran-2-vloxv)cthvl other 

Follov/ing a procedure similar to thai described in Preparation 1(a) (except that the time required for the reaction 
was 16 hours), but using 2.78 g of 2-(2-bromoolhoxy)iotrahydropyran, 1.20 g of 4'-(4-melhylphenyl)acetophenono 
oxime and 3.68 g of polassium carbonate. 1 .84 g of the title compound were obtained as a syrup. 

26 (b) 2-f 1 >(4*-Mothvlbiphenvl-4-vl)ethvlideneaminooxv]othanol 

Following a procedure similar to that described in Preparation 1(b), but using 1.84 g of 4'-(4-mcthyIphcnyl)aco- 
lophenone oxime 0-2-(tetrahydropyran-2-yloxy)ethyl ether [prepared as described In step (a) above] and 0.10 g of p- 
toluenesulphonic acid monohydrate. 1.12 g of the title compound, melting at 142 - 144'C. were obtained. 

Nuclear Magnetic Resonance Spectrum (CDCI3. 270 MHz. using telramethylsilane as the internal standard) 

6 ppm: 



2.30 {3H, singlet); 
2.40 (3H. singlet); 
2.59 (1H. triplet. J = 6 Hz); 
3.93 - 3.99 (2H, multiplet); 
so 4.32 - 4.40 (2H. multiplet); 

7.26 (2H. doublet. J = 8 Hz); 
7.50 (2H. double!. 0 = 8 Hz); 
7.59 (2H. doublet. J = 8.5 Hz); 
7.68 {2H. doublet, J = 8.5 Hz). 

55 
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PREPARATIOM 97 

2-f1-(4'-FluofobinhBn vM.vHethvlirleneaminQoitY] fiihanr.i 

27(a) 4- (4.FluorophenvHaceloph9nono oximp 0-2-(letfahvdfopvfan-2.vtoxv>flthY i b.k^, 

27 fb) 2-f 1 'M'.FiuQrnhiphenvl-4>vnethyl ideneaminoQyYl Pthanni 

Following a proceduro similar to thai described in Preparation Ub\ but usinn 9 q-i « «f ^. />i <. ^ . 

2.30 (3H, Singlet); 
2.57(1H. triplet. J = 5.5 Hz); 
3.94 - 3.99 (2H, multiplot); 
4.33 - 4.36 (2H. multiple t); 
7. 1 4 (2H. triplet. J = 8.5 Hz); 
7.53 . 7.59 (4H, multlplet); 
7.70 (2H. doublet. J = 8.5 Hz). 

PREPARATION ga 

2-[1-(4'-Trifluoromothvlbiphonvl-4-vl)GthY lidcnoaminooxY] nthnnni 

2e(a) 4'.(4-Trifluoromethylphenvl)arPtophenon. n.imp n . 2.rtatrahvdmnvr.n.2.vlow^.»hvl .tho. 
^J^tT^^^^^^^^ ^(-) (--pt that the time required tor the reac.on 

2e(b) 2-f 1 •f4'-Tfi(luofomBlhvlnhenvl.4.v»n.hYii donoflminno»Yl «th ■ 

6 ppl" "^^"^"^ ""•^"'^^ "'•^'^'^'^ <^°^'3- te.raL.hy,si J"as\er^^^^^^^^ 

2.31 (3H. singlet); 

2.52 (1H, triplet. J = 6Hz); 

3.94.3.97 {2H. mulliplel); 

4.33 - 4.37 (2H. mulliplet); 

7.61 (2H, doublol. J = 8.5 Hz); 

7.70 (4H. singlet); 

7.74 (2H, doublet. J = 8.5 Hz). 
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PRgPARATION 29 

2-\ 1 >(4>Efhoxvphenvl)GlhvtidQneafnlnooxviethanol 

29(a) 4'-Elhoxvacetop henone oxime 0-2-(tetrahvdropvrant2-vloxv)ethvl ether 

Folbwinp a procedure similar to thai dcsc^ibnd in Preparation 1(a) (except that the time required for the reaction 
was 20 hours), but using 6,42 g of 2.(2.bromoo!hxoy)!elrahydropyran, 2.20 g of 4'.olfioxyacelophenone oxime and 
B.48 g of potassium carbonate, 3.77 g of the title compound were obtained as a syrup. 

29(b) 2-[1-(4-Ethoxvphenvl)ethvlideneamrnooxvlothanol 

Following a procedure similar to that described in Preparation 1(b), but using 3.77 g of 4'.ethoxyacelophenone 
oxime 0-2.(!etrahydropyran.2-yloxy)elhyl ether [prepared as ticr.cnbe^ in step (a) above] and 0.23 g of ^-toluenesul- 
phonic acid monohydrale. 1,88 g of the title compound, melting at 51 - 54»C, were obtained. 

Nuclear Magnetic Resonance Spectrum (CDCI3, 270 MHz. using tetramethylsilane as the internal standard) 
6 ppm: . 



1.42 (3H, triplet, J = 7 Hz); 
2.24 (3H. singlet); 
2.69 (1H. triplet. J = 5.5 Hz); 
3.91 -3.95 (2H, multiplet); 
4.05 (2H. quartet. J = 7 Hz); 
4.28 - 4.31 (2H, multiplet); 
6.88 (2H. doublet. J = 9 Hz); 
7 56 (2H, doublet. J = 9 Hz). 



PREPARATION 30 

2-n-(3\4'.MGthvlonodiox vbiphenvl>4-vl)othvlldeneaminooxvlQthanol 

30(a) 3'.4'-Mcthvlcncdioxvacotophcn ono oxime 0-2-nctrahvdropvran-2-vloxv)olhvl other 

Following a procedure similar to that described in Preparation 1(a) (except that the time required for the reaction 
was 6 hours), but using 1,75 g of 2.(2-bromoothoxy)tGtrahydropyran. 0.80 g of 3',4'.mGlhylen9dioxyacetophGnone 
oxime and 3.40 g of potassium carbonate. 1.12 g of the title compound were obtained as a syrup 

:jO(b) 1 -f 3'.4'>Mothy lcnedioxvbiphcnvl-4-vnethvlidQnGaminooxvlothanol 

Following a procedure similar to that described in Preparation 1(b), but using 1.12 g of 3\4'-mcthylcncdioxyacc- 

tophcnone oxime 0.2.(tetrahydropyran.2.yloxy)elhyl ether (prepared as described In step (a) above] and 0 03 g of p- 

tolucnesulphonic acid monohydrate. 740 mg of the title compound, melting at 132 - 1 34«C. wore obtained 

'H Nuclear Magnetic Resonance-Spectrum (CDCI3. 270 MHz. using tctramothylsilanG as the Internal standard) 
6 ppm: '* 



2.29 (3H. singlet); 

2.59 (1H. Iriplel. J = 6 Hz); 

3.94 -3.98 (2H, multiplet); 

4.32-4.35 (2H, multiplet); 

6.01 (2H. singlet); 

6.89 (1H, doublet. J = 8.5 Hz); 

7.07 - 7.09 (2H, multiplet); 

7.52 (2H. doublet. J = 8.5 Hz); 

7.67 (2H, doublet. J = 8.5 Hz). 
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PREPARATION 31 



2-f 1 -fZ-Mothoxv-S-DtfririYllBt hvlidenflflminooxviBihanol 

31(a) S-Acelv|.2.melho«VQ>/ririin» pxime O-2.(i«t, ^ hvdf0Dvran.p.Ylnxv)ethvl eihar 

was?0 t^Tbrutrir'l^^^^^^^ in Preparation 1(a) (excep, tha. «,e time required ,or .he reaction 

and1.33golUssircirare'^S-r^^^^^^^^ 

31 (b) 2-1 1 -r2>Methoxv-5-DYfi dvnethviidenftqminooxvlftthanftr 

phon.c acd monohydrale. 346 mg of Uie .iUe compound were obta«ed as a syl ^ olfi-toluenesul- 

6 ppm " '^'"'"'^ <^°^'- 270 MHZ. using .eframemylsilane as ,he inlema, standard). 

2,25 (3H. singlet); 

2.45 (1H. triplet. J = 5.5 Hz); 

3.92 - 3.96 (2H.multipIot); 

3.96 (3H. singlet); 

4.29-4.32 (2H. multiplet); 

6.74 (1H, doublet, J = 9 Hz); 

7.90 (1H. doublet of doublets, J = 2 & 9 Hz)' 

a.37(1H. doublet, J = 2 Hz). 

PREPARATION 

2-[1>(2-lsopropoxv-5-Dvri dvl)ethvlideneamlnooxvlethanQl 

32(a) 5-AcotY|.2-isopropoxvpvridino oximo 0-P-( tn trahvdropvfnn.P-y|oxv)cthvl cthnr 

was?5 bots)ZT'^^^^^ 23Tof 2 T.^7J^^^^^^^^ ''^^ '^^^^^^ -^"-^ the reaction 

32fb) 2-f 1 -r2-lsoproooxv-5-pvfidvnethvlidr> neaminooxYl eihan»i 

1.35 (bH. doublet. J = 6 Hz); 

2.24 (3H. singlet); 

2.48 (1H, triplet. J = 6 Hz); 

3.91 -3.96 (2H. multiplei); 

4.28-4.32 (2H. multiplet); 

5.32(1H. soptoi, J = 6Hz); 

6.67 (1H. doublet, J = 9 Hz); 

7.87 (1H, doublet of doublets, J = 2.5 & 9 Hz) 

8.35 (1 H. doublet, J = 2.5 Hz). 
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PREPARATION 33 

2-1 1 -(2-Phenvlsulphonvl-5>PVridvnethvlideneafninooxvlcthanol 

33(a) 5>AcotvU2-(phenvtsulpl%onvnpvridine oximo €»-2-(leUahvdropva n>2'Vtoxv)ethvl ether 

Foltowinq a procedure similar to that described in Preparation t(a). but using 1.60 q of 2M2-bromoolhoxy)lolrahy- 
dropyran. 0.80 g of 5 acotyl-2-(phenytsulphonyl)pyridino oxImo and 3.20 g of polasslum carbonate. 0.97 g of the title 
compound was obtained as a syrup. 

3P(h) 2-f 1 '(2-Phenvlsulphonvl-5-Dvndvl)ethvlldeneam inooxv1cthanol 

Following a procedure similar to that described in Preparation 1(b). but using 0.97 g of 5-acetyl-2-(phonylsulphonyl) 
pyridine oxlmo 0-2-(tetrahydropyran.2-yloxy)ethyl ether {prepared as described in step <a) above) and 0.40 g of £- 
toluenesulphonic acid monohydrate, 0.72 g of the title compound, melting at 77 - 78'C, was obtained. 

Nuclear Magnetic Resonance Spectrum (CDCI3. 270 MHz. using tetramethylsilane as Ihe internal standard). 

6 ppm: 

2.01 (1H. triplet. J = 6 Hz); 

2.27 (3H. singlet); 

3.91 - 3.95 (2H. multiplol); 

4.34 - 4.36 (2H. multiplet); 

7.52-7.56 (2H. multiplet); 

7.60 -7.64 (1H, multiplet); 

e.06 - 8.0B (2H. multiplet); 

0.13 (1H, doublet of doublets. J = 2 & 8.5 Hz); 

8.19 (1H. doublet. J = 8.5 Hz); 

8.91 (1H. doublet. J = 2 Hz). 

PREPARATION 34 

1 

2(1-(2-tN-(4>Mcthvlphcnvlsulphonvn-N-mothvlamino]Dvridin-5-vnGthvlidcncaminoox v)othanol 

3.1 (^r^) 5-Acctvl-2-f N-f4-mcthvlphenvlsulphonvl1'N-methvlaminolpvridino oxtmo 0 -2-ftetrahvdropvran'2-vloxv^cthvl 
oth or 

Following a procedure similar to that described in Preparation 1(a) (except that the time required for the reaction 
wa.s 14 hours), but using 2.61 g of 2-(2-bromoethoxy)tetrahydropyran. 1.50 g of 5-acelyl-2-(N-(4-mothylphenylsulpho- 
nyl)-N-melhylaminolpyridine oxtme and 5.20 g of potassium carbonate, 1 .93 g of the title compound were obtained as 
a syrup. 

34(b) 2-(1-f2-N'{4-MethvlphenvlsulphonvlVN-methviamino1pvridin-5-vncthvlidenoaminooxv)ethanol 

Following a procedure similar to that described in Preparation 1(b), but using 1.22 g of 5-acetyl-2-[N-(4-methyl- 
phenylsulphonyl)-N-methylamino]pyridine oxime 0-2-(tetrahydropyran-2-yloxy)elhyl ether [prepared as described in 
slop (a) above] and 1.00 g of ^-toluenesulphonic acid monohydrate, 1,22 g of the title compound were obtained as a 
syrup 

*H Nuclear Magnetic Resonance Spectrum (CDCla, 270 MHz, using tetramethylsilane as the internal standard). 
6 ppm: 

2.25 (3H, singlet); 
2.39 (3H, singlet); 
3.29 (3H. singlet); 
3. PI -3.96 (2H. multiplet); 
4 31 -4.34(2H. multiplet); 
7.23 (2H, doublet, J = 8.5 Hz); 
7.49 (2H, doublet. J = 8.5 Hz); 
7 72 (1H. doublet. J = 8.5 Hz); 
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7.95 (1H. doublet of doublets. J = 2.5 & 8.5 Hz)- 

8.51 (1H. doublet. J = 2.5 Hz). ' * • 

PREPARATIQM 

2-1 1 •(4-Phenvlsulohonvlphi>nv»elhYlirtBn« qmlnooxvlaih».nni 

35fa) 4-.(Phonyls»lphonYl)acotophHnono oxlm» n.p.f .n.. a^,vdroovr;.n.p.v,nvY) ..Ky, ..k., 

<.eand5.a0.o,po.aLu.L^^L"r5C^^^^^^ 

35(b) 2-f1-f4-PhenvlsulQhon vlphenvnelhviideneaminnnvy| otha,^^i 

.oluonosulpj,onlc acid .onchUZ 1 .72 o.toXr: ZdrcSl^^ra?! ^^^^^^ « 
8 ppm" "^^"""^ (^^^'3- --HZ. using' etra^emylSiarLteT^^^^^ standard). 

2.20 (1H. iriplet, J = 6 Hz); 
2.25 (3H. singlet); 
3,90-3.95 (2H, multiplet); 
4.31 -4.35 (2H. mulUplet); 
7.47-7.60 (3H. multiplet); 
7.75 (2H, doublet, J = 8.5 Hz); 
7.92 - 7.98 (4H. multiplet). 

PREPARATION 35 

2-f1-(4-PhcnvlthioDhonYl) Gthvlidonoaminooxv1othanQl 

36fa) 4'-(PhenYlthio)acetophenone oxime n-P-f telrahvdroDvrP.n.2>vloxvlethY l ^'^-^ 

36(b) 2-f 1 -H Phonvlthioph cnvnothvlidonaminooxvlQlhanni 
p.on.ac...£vL^:^~ 

6 ppm " ^P^'^'^"'" ^'^''^'^ MHZ. using te.rame.hylsilane as the internal standard). 

2.24 (3H. singlet); 
3.91 -3.96 (2H. multiplol); 
4.29 - 4.32 (2H. multiplet); 
7.26 . 7.41 (7H. multiplet); 
7.54 (2H. doublet. J = 8.5 Hz). 
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PREPARATION 37 

2-M'(4'fN-(PhcnvlsulPhonvl^N'methvlamino1nhonvlloihvlidnnoamincx3xv^ethanoi 

37fa^ 4M(N-Phonvtsulphonvn-N-methvlaminolacelophonone oximo 0-2Wtetfahvd ropvfan-2-vloxv)elhvl ether 

Following a procedure similar to that described in Preparation (except that the time required for the reaction 
w;is 16 hours), but using 2.78 g o( 2-(2-bromoolhoxy)totrahydropyran. 1 .62 g o( 4*-{(N-phonylsulphonyl)-N-methylami- 
nolacctophenone oxime and 2.20 g of potassium carbonate. 2.15 g of the title compound were obtained as a syrup. 

37(b) 2-n-(4>rN>(Phenvlsutphonvl)-N-mothvlamlnolphnnvl}GlhvlidGnoBminooxvlothanol 

Following a procedure similar to thai described ip Preparation 1(b), but using 2.15 g of 4'.[(N-phenylsulphonyl)-N- 
methylaminojacetophenone oxfme 0-2-(tetrahydropyan-2-yloxy)elhyl ether [prepared as described in slop (a) above] 
and 0.30 g of e-loluenesulphontc acid monohydrale. 1 .50 g of the title compound, melting at 76 - 77'C, were obtained 
Nuclear Magnetic Resonance Spectrum (CDCI3. 270 lAHz, using telramethylsilane as the internal standard), 

6 ppm: 

2.26 (3H, singlet); 

3.18 (3H. singlet): 

3.91 - 3.97 (2H. myltiplot); 

4.30 - 4.34 (2H. multiplel); 
7.11 (2H. doublet. J = 8.5 Hz): 
7.46 (2H, triplet, J = 8 Hz); 
7.55 . 7.59 (5H. mulliplet). 

PREPARATION 38 

2 -|l-(4-Biphcnvlvl)propvlidoncaminooxvlothanol 

3cUi) 4-Propionvlbiphenvl oxime 0-2-ftetrahvdropvran-2-vloxv)uthvl ether 

Following a procedure similar to that described in Preparation 1(a) (except that the time required for the rnaction 
was 24 hours), but using 3.25 g of 2-(2-bromoethoxy)letrahydropyran. 1.40 g of 4-propionylbiphenyl oxime and 2.57 
g of potassium carbonate, 2.20 g ol the title compound were obtained as a syrup. 

0£(b) 2'f 1 -(4-Biphenvlvl)propvlideneaminooxv1ethanol 

Following a procedure similar to that described in Preparation 1(b). but using 2.20 g of 4-propionylbiphenyl oxime 
0-2-(lclrahydropyran-2-yloxy)othyl ether [prepared as described in stop (a) abovol and 0.15 g of £-loluoncsulphonic 
acid monohydrate. 0.77 g of the title compound, melting at 76"C. was obtained. 

^H Nuclear ^4agnetic Resonance Spectrum (CDCIa. 270 MHz. using tetramolhylsilano as the internal standard). 
6 ppm: 

1.19 (3H. triplet. J = 7.5 Hz); 
2.59 (1H. triplet, J = 6 Hz); 

2 82 (2H. qurirlel. J = 7.5 Hz); 
3.93 - 3.98 (2H, multiplet); 

4.31 -4.34 (2H. multiplet); 
7.36 (1H. triplet. J = 7 Hz); 
7.45 (2H, triplet. J = 7 Hz); 
7.61 (4H. doublet. J = 8 Hz); 
7.70 (2H. doublet. J = 8.5 Hz). 
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PREPARATION 39 



2>fl-(5-Phenvl-2-pvridvn ethvlideneainino6)cvlGthanfcl 

39(a) 2-Acotyl-5-phenvlpvridine oxima 0 - 2-ftetfahvdroDVfan-2-vtoxvlethY i Ath^r 

Followinq a procedure similar to thai described in Preparation 1(a) (except that the time reouired tnr th« r««...^« 

227 LTo^ass'"^ "'"^ 'o'' 2,2.bromoethoxy)tetrahydropyranA' 74 g'ot 2icety|!5^^^^^^^^^^ 
2.27 g of potassium carbonate. 2.21 g of the title compound were obtained as a syrup. 

39(b) 2-f 1 -f5-Phenvl-2-p yridvne!hvlidGneaminooxyl6thannl 

Following a procedure similar to that doscribod in Preparation 1(b). but using 2.21 g of 2.acetvl.5.DhenvlDvridin« 
phonic acd monohydrate. 1 .41 g of ine title compound, melting at 66 - 68-C. were obtained ^'"^nesul 
6 ppm" Resonance Spectrum (CDCI3. 270 MHz. using tetramethylsilane as the internal standard) 



2.41 (3H. singlet): 

2.46 (1H. triplet, J = 6 Hz): 

3.95-4.00 (2H. multiplot): 

4.37-4.40 (2H. mulliplet); 

7.39-7.52 (3H. multiplet); 

7.61 (2H, doublet of doublets, J = 1.5 & 8.5 Hz); 

785- 7.92 (2H. multiplot); 

8.84 (1H. doublet, J = 2 Hz). 

FORMULATION 1 

Cnpsulos 

Tho following powders wcro thoroughly mixed: 



Compound of Example 21(b) 
Lactose 
Com starch 
Magnesium stearalo 


10 mg 
llOmg 
58 mg 
2mg 




180 mg 



The mixture was then filtered through a 60 mosh (Tyler standard) aeve. 180 mg of the mixture was weiohed out 
and packed inlo a No. 3 gelatin capsule to prepare capsules. weighed out 



FORMULATION 2 



Tablots 

The following powders were thoroughly mixed: 



Compound of Example 15 


10 mg 


Lactose 


85 mg 


Corn starch 


34 mg 


Microcrysldlline cellulose 


20 mg 


Magnesium slearate 


1 mg 




150 mg 
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The mixture was Ihcn compressed to form tablets, each weighing 150 mg. If desired, these tablets may be coated 
with sugar or a suitable (ilm. * 

•••• 

FORMULATION 3 

Granules 



The following powders wore thoroughly mixed: 



10 


Compound of Example 35 


10 mg 




Lactose 


839 mg 




Corn starch 


150 mg 




Hydroxypropyl cellulose 


1 mg 


IS 




1000 mg 



The mixture was then nnolstened with purified water, granulated with a basket granulator and dried, to provide 
granules. 

20 BIOLOGICAL ACTIVITY 

The tjioiogical activity of the compounds of the present invention is illustrated by the lollowing Experiments. 

Sxpcnrrtcnt 1 

Hypoglycemic activity 

ThG test animals used were hyperglycemic male mice of thfs KK strain, each having a body weight of at least 4© 
g The compounds under test were mixed with a 1 : 1 by volume mixture of polyethylene glycol 400 and n 0.5% w/v 
^0 solution ol carboxymelhylcelluloso in physiologi^nl saline. Eacli anjm?<l was orally administered a lost compound in an 
amount of 1 mg/kg and then allowed to feed freely lor 18 hours. At tho end of this time, blood was collected from Ihc 
tail veins without anesthesia. The blood glucose level (BGL) was determined by means of a glucose analyzer (GL-101 . 
manufactured by Mitsubishi Chemical Industries. Ltd.). 

The hypoglycemic effect was calculated by the following equation: 
3S Hypoglycemic effect (%) = ((BGL^ - BOLiyBGL,) x 100 

where: 

BGL^ is the blood glucose level In the group administered a solvent only, but no active compound; and 
BGLt is the blood glucose level in the group administered a test compound. 

The results are shown in the following Table 27, in which each compound of the present invention is Identified by 
the number of one of the following Examples in which its preparation is illustrated. 



50 
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n.T^ble 27 



Example No. Hypoglycemic effect 



2 


22.1 


5 


20.8 


8 


25.1 


9 


27.0 


14 


19.3 


IS 


26.7 


18 


23.5 


19 


28.7 


21 


16 . 6 


23 


16.5 


26 


27 . 0 


31 


1 * 


32 


42.2 


33 


X9.2 


35 


25.0 


36 


43.2 


37 


15.5 


38 


27.7 


40 


27.0 


47 


18.7 


48 


17.9 


50 


38.1 


51 


26 .4* 


55 


34.1 



* 

: This value is the hypoglycemic effect 3 hours 
after administration of the test compound, 
is apparent from Tablo 27. ihe compounds of tha present invention exhibited exceHent activity. 



• 
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CInims 



1. Compounds of fomnula (I): 




(I) 



in which; 

reprosenls a hydrogen atom or an alkyi group having from 1 lo 6 carbon atoms; 
R2 represents an alkylcno group having from 2 lo 6 carbon atoms; 

R3 represents a hydrogen atom, an alkyI group having from 1 to 6 carbon atoms, an alkoxy group having from 

1 to 4 carbon atoms, an alkylthra group having from 1 to 4 carbon atoms, a halogen atom, a nilro group, an 
ammo group, a monoalkylamino group having from 1 lo 4 carbon atoms, a diafkylamino group whose alkyI 
groups are the same or different and each has from 1 to 4 carbon atoms, an aryl group having from 6 tolO 
carbon atoms In a carbocycllc ring which is unsubstituted or substituted, or an aralkyi group in which an alkyi 
group having from 1 to 4 carbon atoms is substituted by an aryl group as defined above; 

X represenls an aryl group having from 6 lo 10 carbon atoms In a carbocycllc ring which Is unsubstituted or 
substituted, or an aromatic heterocyclic group having one or two rings, of which at least one is heterocyclic 
said group being unsubstituted or substituted; 

Y represents an oxygen atom, a sulfur atom or a group of formula >N-R^. in which R^ represents a hydrogen 
atom, an alkyI group having from 1 to 6 carbon atoms or an acyl group having from 1 to 8 carbon atoms; and 

2 represents a group of formula (2a). {2b). (2c) or (2d): 




(Za) 
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10 



and sails thereof. 



20 



25 



30 



4S 



so 



55 



0\.NH O NH 

T " 

o o 

(Zc) (2d) 

c^Z'^Z:"'"'''"'' ^^^^ '^•'^^-"'^ ^ ^Vdrogan ate. or an a.Ky. oroup having , .o 4 

^arn'a^rs"'"''"^ '° ^ ^^"^'^ ^^P— ^ ^V^^^^en a.o. o, an a.Ky, group .avlng .com , ,o 3 

4. A compound according ,o Claim 3. in which Ri represents a hydrogen atom, a methyl or athyl group. 

5. A compound according to Claim 4. in which R' represents a methyl or ethyl group. 

^aZTd's'""'"' '° ^"^ °' ^'^""^ ' ^' ^''^•^ « - a'^yene group having ,.m 2 to 5 

7. A compound according to Cairn 6. in which represents an alKy.eno group having 2 or 3 carbon atoms. 

8. A compound according to Claim 7. in which Ra represents an ethylene, trimethylene or methylethy.ene group. 

9. A compound according to Claim 8, in which R2 represents an ethylene group. 

"-Jorrrc^zsra^^x 

atoms or a halogen atom. ^ ^" a~"P »'«>""g 1 or 2 c«rbon 

11. A compound according to Claim 10. in which R3 represents a hydrogen atom. 

"^t^cTrat^rs^^^^^^^^^ 

sisting of substitucnts a^. defined botow or an a^^-'^ " ^ubsUtuents selected fram the group con- 

one or two rings, of which atoms fr«S^' to 3 are^fll T^^ ' "^'"^ = ^° ■'° ""9 ^'^'^^ 

unsubstituted or being -bsUtuTeV^r:;?.o%%r^^^^^^ '^^^ 
a> . defined below; / i o suosmucnis selected from the group consisting of substitucnts 

said substitucnts being selected froin the group consisting of: 
alkyl groups having from 1 to 6 carbon atoms, 
halogenaied alkyl groups having from 1 to 4 carbon atoms, 
hydroxy groups, 

acyloxy groups having from 1 to 4 carbon atoms, 
alkoxy groups having from 1 to 4 carbon atoms, 
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alkyloncdioxy groups having from 1 lo 4 carbon aloms. 
aralkyloxy groups having a lotal o( from 7 lo 12 carbon aloms, 
alkyllhio groups having from 1 lo 4 carbon aloms, 
alkylsulfonyl groups having from 1 lo 4 carbon atoms, 
halogen atoms, 

aralkyi groups having a total of Irom 7 lo 12 carbon aloms. 

phenyl groups which are unsubslituled or are substituted by from 1 to 3 of substltuents defined below. 

phenoxy groups which are unsubslilulcd or are substituted by from 1 to 3 of subsliluents pi . defined below. 

phenyllhio groups which are unsubslituled or are substituted by from 1 to 3 of subsliluents pi. defined 
below, 

phenylsullonyl groups which are unsubslituled or ai« substituted by Irom 1 lo 3 o( subsliluents p', defined 
bolow, 

ohenylsullonylamino groups in which the phenyl group is unsubslituled or is subslituted by lr«T. J »<> 3 o' 
sSuents de Jd below, and Ihe nitrogen atom is unsubslituled or is substituted by an a.kyi group 
having from 1 lo 6 carbon atoms. 

(uryl. thionyl. oxazolyl. isoxazolyl, thiazolyl. pyridyl. pyridyloxy. pyridyllhio and pyridylsulfonyl groups. 

imidazolyl groups in which a nitrogen atom is unsubstilulod or is substituted by an alkyi group having from 
1 to 6 carbon atoms, 

pyridylsuHonylamino groups in which Iho amino group is unsubstilulod or is substituted by an alkyI group 
having from 1 to 6 carbon atoms. 

said subslituenls P« being selected from the group consisting of alkyI groups having Irom 1 lo 6 carbon 
aloms. halogenaled alkyI groups having Irom 1 lo 4 carbon aloms. alkoxy groups having Irom 1 lo 4 
carbon aloms. halogen aloms and alkylenedioxy groups having from 1 to 4 carbon aloms. 

13. Acompound according lo Claim 12. in which X represents: an aryl group, whichhas from 6 lo 10 ring 

and is unsubstilulod or is substilulod by from 1 to 3 substilucnls sclcctod from Iho group cons.sl.r.g of subsl.luonls 
C.2 defined below; or an aromatic heterocyclic group which has from 5 lo 10 ring atoms in one or two nngs. ol 
which atoms from 1 lo 3 are nitrogen and/or oxygen and/or sulfur atoms, said group being unsubst fluted or being 
substituted by from 1 to 3 substilucnls selected from the group consisting of subsliluents a^. defined below; 

said subsliluents being selected from the group consisting of: 

alkyI groups hHving from 1 to 6 carbon aloms, 

halogenaled alky I groups having from 1 lo 4 carbon atoms, 

hydroxy groups. 

alkanoyloxy groups having from 1 lo 4 carbon atoms, 
alkoxy groups having from 1 to 4 carbon aloms, 
alkylenedioxy groups having from 1 to 4 carbon atoms. 
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aralkylbxy groups having a total oUrom 7 to 12 carbon atoms, 
alkylihio groups having Irom 1 to 4 carbon atoms, 
alkylsulfonyl groups having from 1 to 4 carbon atoms, 
fluorine atoms, chlorine atoms and bromine atoms, 
aralkyi groups having a total of Irom 7 to 1 2 carbon atoms. 

phenyl groqps which are unsubslituied or are substituted by Irom 1 to 3 of substituents p'. defined below. 
Phonoxy groups which are unsubstiluted or are subsWuted by from 1 to 3of substituents |»'. defined below, 
phenyllhio groups which are unsubsUtuted or are substituted by f«,m 1 to 3 of substauenls p'. defined 

phonjjlsulfonylgroupswhicharo^nsubstitutodorarosub 

Sno"r«f h'".° ^L^u"' *" "^^^^ unsubstitutod or is substituted by Irom 1 to 3 of 

rnTirfto?:ron"tor"^^ 

furyl .hienyl. oxazolyl. isoKazolyl. thiazolyl. pyridyl. pyridyloxy. pyridyllhio and pyridy.suBonyl groups; 
rtr6'c?rLj:ratom'l."''°' ' - -"••"""'^ by an alKy. group having Irom 

htKm rr^^^^^^^ ^'"'"^ --"-''-'^ - -''s.i.uted by an al.y, group 

carbon atoms, halogen atoms and alky.enedioxy groups having Irom , 2^4 carb^ aS 

from .he group'consLfng of ^ubsU.uers u3. de^e^^^^^^^ " " ' '° ^ 

said substituents are selected from the group consisting of. 
alkyi groups having from 1 to 6 carbon atoms, 
halogenated alkyI groups having from 1 to 4 carbon atoms, 
hydroxy groups, 

alkanoytoxy groups having Irom 1 to 4 carbon atoms, 
alkoxy groups having Irom 1 to 4 carbon atoms, 
the mothylenedioxy group, 

aralkyloxy groups having a total of Irom 7 to 12 carbon atoms, 
alkylthio groups having Irom 1 to 4 carbon atoms 
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alKylsulfonyl groups having from 1 !o 4 carbon atoms. 

fluortne, chlorine and bromine atoms. 

arallcyl groups having a total of Irom 7 to 12 carbon atoms. 

phenyl groups which are unsubstitutcd or arc substituted by from 1 to 3 of substituents defined below. 

phenoxy groups which are unsubstitutcd or are substituted by from 1 to 3 of substituents p^. defined below. 

phenylthio groups which are unsubstituled or are substituted by from 1 to 3 of substituents p^, defined 
below. 

phenylsulfonyl groups which are unsubstituted or are substituted by from 1 to 3 of substituents p^, defined 
below, 

phonylsulfonylamino groups in which the phenyl group is unsubstituted or is substituted by (rom 1 to 3 of 
substituents P^, defined below, and the nitrogen atom is unsubstituted or is substituted by an alkyl group 
having from 1 to 6 carbon atoms. 

furyl, Ihicnyl. oxazolyl, isoxazolyl, Ihiazolyl. pyridyl. pyridyloxy. pyridylthio and pyridylsulfonyl groups; 

imidazolyl groups in which a nitrogen atom is unsubstitutcd or is substituted by an alkyl group having from 
1 to 6 carbon atoms. 

pyridylsulfonylamino groups in which the amino group is unsubstituted or is substituted by an alkyl group 
having from 1 to 6 carbon atoms, 

said substituents P^ are Goloctcd from tho ijrovp consisting of methyl groups, trifluoromothyl groups, 
mcthoxy groups, fluorine atoms and methylenedioxy groups. 

A compound according to Claim 1 2, in which X represents a phenyl, naphthyl, imidazolyl, oxazolyl, pyridyl, indolyl, 
qtjinolyl or isoquinolyl group, each of which is unsubstituted or is substituted by from 1 to 3 substituents selected 
from the group consisting of substituents o^. defined below; 

said substituents are selected from the group consisting of: 

alkyl groups having from 1 to 6 carbon atoms, 

halogcnatod alkyl groups having from 1 to 4 carbon atoms, 

hydroxy groups, 

alkanoytoxy groups having from 1 to 4 carbon atoms, 
alkoxy groups having from 1 to 4 carbon atoms. 

methylenedioxy, benzyloxy, phenethyloxy and naphlhylmethyloxy groups, 
alkylthio groups having from 1 to 4 carbon atoms, 
alkylsulfonyl groups having from 1 to 4 carbon atoms, 
fluorine, chlorine and bromine atoms, 
the benzyl group, 

phenyl groups which are unsubstituted or are substituted by from 1 to 3 of substituents defined below, 
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phenoxygroupswhichareun5UbsUlutedorare5ubslituledbyJ«,n,lto3o(substituenu 

.he phanytthio phenylsullonyl.phonylsuIlonylamino.N ^j^^^, 

uf6"ara:,Tm^^^^^ ' "-"''''"""^^ " « by an allcyl group having from 

of substiiuents a^. defined below; ^'^^^'^"^^'^^ from Ito 3 subsmuenls selectedfrom the group consisting 

said substiiuents rxS are selected from the group consisting of : 
allyl groups having from l to 3 carbon atoms, 

the trifluoromolhyl. difluoromothyl. fluoromolhyl. hydroxy, lormyloxy and acotoxy groups, 
alkoxy groups having from 1 to 3 carbon atoms. 

the methylenedioxy. benzytoxy. methylthio. ethyllhio. methybulfonyl and ethylsulfonyl groups, 
the fluorine, chlorine and bromine atoms, and 
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21. A compound according to Claim 20. In which Y represents an oxygen atom. 

22. A compound according to any one of Claims i to 21. in which Z represents a 2,4-<Jioxothia7oIiriin-5-ylmelhyl. 
2,4'dioxooxazolidtn*5-ylmethyl or 3.5-dioxooxadiazoiidin'2-ylmolhyl group; . 

23. A compound according to Claim 22. in wiiich Z represents h 2.4-dioxolhia/olidin-5-ylmelhyl or 2,4-dioxooxazolidin- 
5*ylmothyl group. 

24. A compound according to Claim 22. in wliich Z represents a 2.4-dioxothinzoltUin-5-ylmethyl group. 

25. A compound according to Claim 1. in which: 

R' represents a hydrogen atom or an alkyi group having Irom 1 to 4 carbon atoms; 

represents an alkylene group having from 2 to 5 carbon atoms; 

R3 represents a hydrogen atom, an alkyl group having from 1 to 4 carbon atoms, an alkoxy group having 1 or 
2 carbon atoms, an alkylthio group having '• ui 2 carbon atoms or a halogen atom; 

X represents: an aryl group, which has from 6 to 10 ring carbon atoms and is unsubstiluted or is substituted 
by from 1 to 3 of subslituonts , dofinod below; or an aromatic hotorocyclic group which has from 5 to 10 ring 
atoms In one or two rings, of which atoms from 1 to 3 are nitrogen and/or oxygen and/or sulfur atoms, said 
group being unsubstituted or being substituted by from 1 to 3 of substituents a^. defined below; 

said substituents being selected from: 

alkyl groups having from 1 to 6 carbon atoms, 

halogenatod alkyl groups having from 1 to 4 carbon atoms, 

hydroxy groups, 

acyloxy groups having from 1 to 4 carbon atoms, 
alkoxy groups having from 1 to 4 carbon atoms, 
atkylenedioxy groups having from 1 to 4 carbon atoms, 
aralkyloxy groups having a total of from 7 to 12 caitKsn atoms; 
alkylthio groups having from 1 to 4 carbon atoms, 
atkylsulfonyl groups having from 1 to 4 carbon atoms, 
halogen atoms, 

aralkyl groups having a total of from 7 to 12 carbon atoms. 

phenyl groups which are unsubstituted ot are substituted by from 1 to 3 of substituents p\ defined below. 

phonoxy groups which arc unsubstiluted or are substituted by from 1 to 3 of substituents . dofinod below. 

phenylthio groups which are unsubstituted or are substituted by from f to 3 of substituents p\ defined 
below, 

phenylsulfonyl groups which are unsubstituted or are substituted by from 1 to 3 of substituents , defined 
below, 
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pheny..sullony|amino groups in which" Ibe phenyl group is unsubstituted or is substituted by from 1 to 3 of 

t^tTul f ■ f "1" unsubstituted or is substituted by an alkyi group 

having (rom 1 to 6 carbon atoms, ' n'^f 

tiitvK Ihionyl. oxazolyl. isoxazolyl. thia^ptyl. pyridyl. pyridyloxy. pyri^-ithio and pyridylsultonyt groups. 
Mfet^rL'o^Tom'l.'^''''"'''"^^^ 

^JJi'„^™!nlT'? ^^'"^ '^"^ ' •«> ^ =«*<^ atoms, haloienated 

atoms and all^ylenedioxy groups having from 1 to 4 carbon atoms; 

IZ'^nir.^" oxygen atom, a suKur atom or a group of formula >N^\ in which represents a hydrogen 
atom, an alkyI group hav.ngfrom1lo3carbon atoms oranalkanoylgrouphavinglrom2toSca,bonatoms°an^ 

f JZll!"'^ ^ 2.4-dioxolhia2olidin-5-ylmethyl. 2.4-dioxooxazolidin-5-ylmethyl or 3.5-dioxooxadia2olidin- 
^-yimoinyi group. 

A compound according to Claim 1. In which: 

ropresonts a hydrogen atom or an alkyI group having Irom 1 to 4 carbon atoms; 
R2 represents an alkylene group having from 2 to 5 carbon aloms; 
roprosonls a hydrogen atom; 

ilTr^I^?,"' o "? "7* 9"^P' 6 to 10 ring carbon atoms and is unsubstituted or is substituted 

by from 1 lo 3 of subst.Iuonts u?. defined below; or an aromatic heterocyclic group which has from 5 to 10 r no 
atoms .n one or two nngs. of which atoms from 1 to 3 are nitrogen and/or oxyg^ and/or sulfuTato^ said 
group be«g unsubstituted or being substituted by Irom 1 to 3 of substituents «? defined beZ; 

said substituents being selected (rom: 

alkyi groups having from 1 lo 6 carbon aloms. 

halogonatod alkyI groups having from 1 to 4 carbon atoms, 

hydroxy groups, 

alkanoyloxy groups having from 1 to 4 carbon atoms. 

aikoxy groups having (rom 1 to 4 carbon atoms, 

alkylcnodioxy groups having from 1 lo 4 carbon atoms. 

aralkyloxy groups having a total o( liom 7 to 12 carbon atoms. 

alkylihio groups having (rom 1 to 4 carbon atoms. 

alkylsulfonyl groups having from 1 to 4 carbon atoms. 

fluorine atoms, chlorine atoms and bromine atoms. 

aralkyi groups having a total of from 7 lo 12 carbon atoms. ^ 
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phenyl groups which are unsybslitutdd or are substituted by from Ito 3 of substituents p\ defined below. 

phenoxy groups which are unsubstituic'd or are substitulod by from 1 to 3 of substituents p' . defined holow. 

phonylthio groups whch are unsubstitulod or are substituted by f/om 1 to 3 o( substituents \V dotinod 
below, 

phonylsulfonyl groups which are unsubstitulod or dro substituted by from Ho 3 of substituents p' defined 
below, 

phenylsiilfonylamino groups In which the phenyl group is unsubstitutod or is stibslituind by from 1 to 3 of 
substituents p^ defined below, and the nitrogen atom is unsubstituted or is substituted by an alkyi group 
having from 1 to 6 carbon atoms, 

furyl. Ihienyl, oxazolyl, isoxazolyl. thiazolyl. pyridyl. pyridyloxy, pyridyllhio and pyridylsulfonyl groups; 

fmidazolyl groups in which a nitrogen atom is unsubstitulod or is substituted by an alKyl group having from 
1 to 6 carbon atoms, 

pyridylsulfonylamino groups in which the amino group is unsubstituted or is substituted by an alkyI group 
having from 1 to 6 carbon atoms, 

said substituents being selected from alkyI qroup-; having from 1 to 6 carbon atoms, halogenated 
alkyI groups having from 1 to 4 carbon atoms, alkoxy groups having from 1 to 4 carbon atoms, halogen 
atoms and atkytenedioxy groups having from 1 to 4 carbon atoms; 

Y represents an oxygen atom; and 

Z represents a 2.4-dioxothia2olidin-5-ylmolhyl or 2.4-dioxooxa2olidin- 5-ylmothyl group. 
A compound according to Claim 1. in which: 

represents a hydrogen atom or an alkyI group having from 1 to 3 carbon atoms; 
R2 represents an alkylene group having 2 or 3 carbon atoms; 
Ffl represents a hydrogen atom; 

X represents a phenyl, naphthyl. imidazolyl. oxazolyl. pyridyl. indolyl. quinolyl or isoquinolyl group, each of 
Which IS unsubstituted or is substituted by from 1 to 3 of substituents a^. defined below; 

said substituents are selected from: 

alky I groups having from 1 to 6 carbon atoms, 

halogenated alkyi groups having from 1 to 4 carbon atoms, 

hydroxy groups, 

alkanoyloxy groups having from 1 to 4 carbon atoms, 
alkoxy groups having from 1 to 4 carbon atoms, 
the methylenedioxy group, 

aralkyloxy groups having a tola! of from 7 to 12 carbon atoms, 
alkyllhio groups having from 1 to 4 carbon atoms. 
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2S 
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alkylsulfonyl groups having from f;tp 4 carbon atoms, 

fluorine, chlorine and bromine afopos. 

aralkyi groups having a total of from 7 to 12 carbon atoms. 

phenyl groups which are unsubslituted or are substituled by Irom 1 to 3 of substituents p2 defined 
phcnoxy groups which arc unsubstituted or arc substituted by from 1 to 3 of substituents pa. dolincd 
phenjithio groups which arc unsubstituted 

dSSbltow' ^~ unsubstituted or are substituted by from 1 to 3 of substituents (J^. 

f^rihT^^fii? w^r^A'" """^^ "^"^ P^^"^' unsubstituted or is substituted by from 1 to 

3 Of substituents defined below, and the nitrogen atom is unsubstituted or is substituted by an alky° 
group having from 1 to 6 carbon atoms, ^inuiea oy an aiKyi 

furyl. thienyl. oxazolyl. isoxazolyl. Ihlazolyl. pyridyl. pyridyloxy. pyridylthio and pyridylsullonyl groups; 

fro^f°o 6 M^bOT* at^? """^ ^ unsubstituted or is substituted by an alkyi group having 

pyridylsulfonylamino groups In which the amino group is unsubstituted or is substituted by an alkvl 
group having from 1 to 6 carbon atoms. ^ ' 

nui''rin«''«,lt*"'*f T «"""o«»"e«hyl groups, melhoxy groups, 

fluonno atoms and mothylonodioxy groups; 

Y represents an oxygen atom; and 
Z represents a 2.4-dioxothiazolidin-5-ylrnelhyl group. 
28. A compound according to Claim 1. in which: 

fV represents a hydrogen atom, a mothyl or ethyl group; 
R2 represents an ethylene, trimethylone or methylethylene group; 
represents a hydrogen atom; 

X foprosents a phenyl, naphlhyl. imidazolyl. oxazolyl. pyridyl, indolyl. quinolyl or isoquinolyl group each of 
which IS unsubsmulod or is subsliluled by from 1 lo 3 of subsUluenls defined below; 

said subsiiluenls are selected from: 

«lkyl groups having from 1 lo 6 carbon atoms, 

halogenaled alkyl groups havins from 1 lo 4 carb^ atoms, 

hydroxy groups. 

alkanoyloxy groifps having from 1 lo 4 carbon atoros, 
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alkoxy groups having from 1 to 4 carbon atoms. 

methylsnedioxy, benzyloxy. phonelhyloxy and riaphthylmethyloxy groups, 
alkylthio groups having from 1 Id 4 carbon atoms, 
atkylsulfonyl groups havuu) from 1 to 4 ^arbon atoms, 
fluorine, chlorine and bromine atoms, 
the benzyl group. 

phenyl groups which are unsubslituted or are substituted by from 1 to 3 ol subslituenls U2, defined 
below, 

phenoxy groups which are unsubstituted or are substituted by from 1 to 3 of substiluonts p2. defined 
below, 

the phonyllhio, phenylsulfonyl. phonylsulfonyiamino. N-methylphenylsulfonylamino, luryl. thionyl. 
oxazolyl. isoxazolyl. thiazolyl. pyridyl. pyridyloxy. pyridyllhio. pyridylsulfonyl. pyridylsulfonylamino and 
N-mothylpyridylsulfonylamtno groups, 

imidazolyl groups in which a nitrogen atom is unsubslituted or is substituted by an alkyl group having 
from 1 to 6 carbon atoms; 

Y represents an oxygen atom; and 

Z represents a 2,4-dioxothlazolidin-5-ylfnethyl group. 

29. A compound according to Claim 1, In which: 

roprosonts a hydrogen atom, a methyl or ethyl group; 

R2 represents an ethylene, trimethylene or melhylelhylene group; 

represents a hydrogen atom; 

X represents a phenyl, naphthyl. pyridyl, indoiyi, quinolyl or isoquinolyl group, each of which is unsubslituted 
or IS substituted by from 1 to 3 of subsliluents u^. defined below; 

said subslituenls are selected from: 

alkyl groups having from 1 to 3 carbon atoms, ,^ 

the irifluoromethyl, difluorom ethyl, fluoromelhyl. hydroxy, formytoxy and aceloxy groups, 
alkoxy groups having from 1 to 3 carbon atoms, 

the meihylenedioxy. benzyloxy. mclhynhio, elhylthio, methylsulfonyl and ethylsullonyl groups, 
tho riuorino, chlorine and bromino atoms, and 

the benzyl, phenyl. 4.melhylphenyl. 4-lrifluoromolhyIphenyl, 4.methoxyphenyl, 4-fluorophenYl 
3.4-melhylenedjoxyphenyl. ^ i* 

phenoxy. phenylthio. phenylsulfonyl. phonylsulfonyiamino. N-molhylphenylsulfonylamino furyl 
thienyl, oxazolyl. thiazolyl. imidazolyl, N-melhylimidazolyl. pyridyl. pyridyloxy, pyridylthio. pyridylsuU 
fonyl. pyridylsulfonylamino and/or N-melhylpyridylsulfonylamino groups 
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-Y represents an oxygen aXom: and ' ' 

Z represents a 2.4-dioxothia20lidin-5-yImethyl group. 

30. A compound according to Claim l, in which: 

represents a hydrogen atom, a methyl or ethyl group; 
represents an ethylene group; 
R^ represents a hydrogen atom; 

X represents a phenyl, naphthyl. pyridyl. quinolyl or tsoquinolyl group, each of which is unsubstituted or is 
substituted by from 1 to 3 of substiluents defined below; 

said substituents a® are selected from: methyl, ethyl, isopropyl. trifluoromethyl. hydroxy, acotoxy. methoxy. 
ethoxy. isopropoxy. methylenedioxy. benzyloxy. methylthio. elhylthio. methylsuKonyl. ethylsulfonyl. benzyl, 
phenyl, phonoxy. phcnyllhio. phonylsultonyl, phonylsullonylamino, N-mothylphonylsulfonylamino, pyridyl 
pyrldyloxy. pyridylthio. pyridylsulfonyl, pyridylsuHonylamino and N-methylpyridylsulfonylamino groups and 
chlorine atoms; 

Y represents an oxygen atom; and 

Z represents a 2.4-dioxothiazolidin-5-ytmethyl group. 

31. A compound according to Claim 1, in which: 

B} represents a methyl or ethyl group; 
R2 represents an ethylene group; 
R3 roprosonts a hydrogen atom; 

X represents a phenyl group which Is unsubstituted or is substituted by from 1 to 3 of substituents a^, defined 
below; 

said substituents are selected from: methyl, hydroxy, acetoxy. benzyl, phenyl, phenoxy. phenylthio. 
phenylsullonyl. phenylsulfonylamino. N-methylphenylsulfonylamino. pyridyl. pyridyloxy, pyridylthio and 
pyridylsulfonyl groups and chlorine atoms; 

Y represents an oxygen atom; and 

Z roprosonts a 2,4-«lioxothiazolidin-5-ylmothyl group. 

32. A compound according to Claim 1. in which: 

Ri represents a methyl or ethyl group; 

R2 represents an ethylene group; 

R^ represents a hydrogen atom; 

X represents a pyridyl group which is unsubstituted or is substituted by from 1 to 3 of substituents a^. defined 
below; 

said substiluents are selected from: methoxy. ethoxy. isopropoxy. benzyloxy. methylthio. ethylthio. 
methylsulfonyl. ethylsulfonyl. benzyl, phenyl, phenoxy. phenylthio. phenylsulfonyl. phenylsullonylamino 
and hl*methylphenylsulfonylamino groups; 
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Y represents an oxygen atom; and *' 
Z represents a 2,4-dioxothiazolidin-S-ylm6l"Kyl group. 
33. The following compounds according to Claim 1: 

5-(4-{2-f1-(4-biphenylyl)ethylldenGaminooxy|othoxy)benzyl)thiazolldine-2,4-dione; 

5-(4-{2-I1.(4.phenylsulfonylphenyl)othylideneaminooxyJothoxy)bsnzyl)thia2olldine-2.4-dione; 

S-(4-{2-[1-(4.2*-pyridylphenyl)©thylidenoaminooxy]elhoxy)benzyl)thla2olidlno.2.4-dione: 

5-(4-{2-I1-(4-3'-pyridylphenyl)olhylidenGaminooxy)ethoxy)bonzyl)thiazolidino-2,4-diono; 

S-(4-{2-[1-(4-4'-pyridylphenyl)ethylideneamrnooxy)ethoxy)benzyl)thiazolidine-2,4-dione; 

5-(4-(2-[1-(2-phenyl-5-pyridyl)othylideneaminooxy]ethoxy)benzyl)thia2olidine-2.4-dion8; 

5-(4.{2-(1-(2-m«thoxy-5.pyridyl)ethylideneaminooxyJethoxy)benzyl)thiazoUdine-2,4-dion©; 

5-(4-{2-[1-(2-olhoxy-5-pyridyl)olhylidoncaminooxy]cthpxy)bon2yl)thiazolidlne-2.4-diono; 

5-(4-{2-[1-(2-lsopropoxy-5-pyridyl)ethylidoneaminooxy]ethoxy}benzyl)thia2olidine-2.4-dlone: 

5-{4-(2-(1-(2-benzyl-5-pyridyl)©thylid9n©amincx)xyJethoxy)bon7yl)thiazolidinG-2,4-dione: 
and pharmacoutically acceptable salts theioof. 

34. A pharmacoutrcal composition for the troatmont or prophylaxis of diabetes, hyporlipcmia. hyperglycemia obesity, 
arlenosclerosis, Gssenttal hypertension, cachexia, psoriasis, osteoporosis, impaired glucose 'tolerance, insulin 
resistant non-impaired glucose tolerance, non-diagnostic glucose tolerance, insulin resistance, diabetic complica- 
tions. fatty livor. polycystic ovary syndrome and gestational diabotos mollitus. and complications thereof which 
composnion comprises an active compound in admixture with a phamiaceulically acceptable carrier or diluent in 
which said active compound is at least one compound of formula (I), as claimed in any one of Claims 1 to 33 or 
a pharmacoutically acceptable salt thereof. 

35. The use of at least one compound of formula (I), as claimerl in any one of Claims 1 to 33. or a pharmaceutically 
acceptable salt thereof for the manufacture of a modicamont for the treatment or prophylaxis of diabetes hyper- 
hpemra hyperglycemia, obesity, arteriosclerosis, essential hypertension, cachexia, psoriasis, osteoporosis, 
impaired glucose tolerance, insulin resistant non-impnircd glucose tolerance, non -diagnostic glucose tolerance 
insulin resistance, diabetic complications, fauy liver, polycyslic ovary syndrom© and gestational diabetes melliius' 
and complications thereof. 

36. Compounds of formula (1). as claimed in any one of Claims 1 to 33. and pharmaceutically acceptable salts thereof 
for use m therapy. 

37. Compounds of formula (I), as claimed in any one of Claims 1 to 33. and pharmaceulically acceplable sails IherPof 
for use in the treatment or prophylaxis of diabetes, hyperlipemia, hyperglycemia, obesity, arteriosclnrosis. essential 
hypertension, cachexia, psoriasis, osteoporosis, impaired glucose tolerance. Insulin resistant non-impaired glu- 
cose tolerance, non-diagnostlc glucose tolerance, insulin resistance, diabetic complications, fatly liver, polycystic 
ovary syndrome and gestational diabotos mollitus, and complications Ihoroof 
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